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^fcilfl* ^.3^4-. folftMtfFffi. Kovach-f- (Arzneim-Forsch/Drug 
Res 20 1630-33, 1970)i«E.Hg#J-^^t^jfa.^*, Efc-i-'ttM^jk. 
Casley-Smith, (Vasomed 6 232—4, 1994), Gaffney, (J Pathol 
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1978)3*Knight, (Clin Sci 77:69-76, 1989)i£»J^J-^i*liL^ 
4r^tei£^ei#^^Mt/fJ. Nair^, (Carcinogenesis 12(1): 65 
-69, 1991)-ii£^^J.^-*4fc^^^#^. Ishizukafs (*g 
-t^JNo. 5,096,924, &fy%Lft&} fo&ft ft . Marshall^, 
(L. Biol. Resp. Mod. 8: 62, 1989), $J&^J-l|-f#3#3$&fefr 

Preuss-Ueberscharf-, (Drug Res. 34: 1305, 1313, 1984), 
T2-ty4-3-ik Takagaki, Hidetsugu^iaLafl 3- 4- 7-0&. 
#^fl^^^#te^«lfc^W#/8 (EP 0796854 Al, 1997). 
Markal^ifc^JM^ 4 : -#&&Z-%y&?f-fc4r&M, 



WO 2004/0500: 



m 



— i — 



WO 2004/0500 



PCT/CN2003/001046 



SL#L&fr&1igL&*kJIL (WO 98/25608, 1998). Trkovnik^JMl- 7- 

(WO 99/21550, 1999). Takagaki, HidejUNfUlT # 
!k&tfstreptozotocin&3LW&& t ffifc&%fyfflttM ( Jpn. Kokai 
Tokkyo Koho JP 07277972, 1995). Scott ^#it7 4r&$s.& 
J.**4fc-^#)«i-II*#-*.#»<6*3*r*(US 005723476A, 1998). 

S#«#iiift, 1999, 15, 4: 332-5). len#Jf., TGF-Btt*fr4fc4fr 
jf , T««*.»SfeflHt^A^* & (PCT Int. Appl. W0 
2001019396A1) 

#>£•]£; H-&i&^9f£-i£8fl, 3-£®fc^^3-S^l-JM^.s^ 

^T4t#^«iJSt^« 1996, 31, 6: 431-436; 

fc, 1996, 31, 7: 509-516). #"itfr-f-^9f fLtfj^&^-S-^^fc 

97116602.1, frft^: CN1207392-15&, 6$j, 1999). 

J^^^,&#JL*#^^, #*t#>MM 2000, 35, 2: 

103-107; 2001, 36, 4: 269-273; l§###L, 2002, 

37, 2: 113—116). 

&*&%k^& 3-% t^&7 — &*>J*f#4MUM. 

(TGF-? )#4£:^i#4^J##, #J-^-^TGF-B^#^J, J.4^#.JMT 

ii (aid, /^«4^L«iB#£§&, *Hfc*fc1ML If-A, ftM, &jjf 
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m.£M&Jft^mfttf%&W?C^&.te&#J' -frlenfcit, TGF-B#*t 
«. 4*r JST , &&te&'}k , n-&^&& (PCT Int. Appl. WO 

2001019396A1) 

W&^r. Btf«.*fe1Nfr*fc;F£-*Bt. #27%, 

rf&JL3£,M J13#£, i^jfa-^* 22.7%, 3*. If- A 

|5-H£flM £21.2%, Jt'S^B^ 26.6% . 1f-J&*:Sl$£. 

>*9f & jMJ , £ -fc EJ PI (transforming growth factor 

P 1, TGF-P l)^^*A*»"5l6.**it^^#J»H5lfe«*ie*lfe^^ 
*fc1Ni#^Ha«u&4*N-, TGF-P l*HM-$, 

TGF-P 1 ^#^3ti^^it^^. ^*JM 

^4fcAiE.Hs. BjfcE-'MLS£4fc, EI4t*fiM^fTGF-p" 1 £*MsA. /ff 
^'^jfa.'ff-^^^TGF-P 1 jt^lNfrfc*^******* 
-£B*, #JL-Ia^-^#*J-^ TGF-P 1 /*&tiA!Mr*-t9£&, ft** 

tgf-p l m&^$&&WJ&&®&Jk&%fcMW&iZ*^ttf!:&Mm, 

^fcit, *i£#tt4fc^4M:---A#r#tt, «^»>I3^^^JTGF-? 
TGF-? ***fr*«JULA*«1f*«&**i»B. 



-3- 



m 



WO 2004/050od^P PCT/CN2003/001046 




(I) 

R 3 &ilH, ittg-, 5' ( *.*JS^-*i» J--2* ), 5' - 

CON tl / 1 V LHi 

(«4fc<3fcJ|.-4" -^^-2' ), A^f, CONHR9, 
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CF 3 , 0CH 2 C02H, N0 2 , i^-, SO3H, SOaMIRn, 

*tRn^&H, 2" 3" -(5" -V*.**'**-). 

2" --af<3t£-, 2" -(4" ,6" -—V*-***-). 4" -(5" ,6" ¥ 
^^^) ; 

R^tlH, CONHR 10 , R 10 & & C 2 -C 8 J!t^^., ^-^B 

OH, C-CsM-flS-, CF 3 , OCHzCOzH, NO,, %ik, 

S0 3 H, S0 2 NHR 12 , ^-tRi2^H, JBfc-S-, 2" -^^S, 3" -(5" 
^^^JS-) , 2" 2" -(4" ,6" -^-V^^l-), 

4" -(5" ,6" -—TM-'^LgO; 

R 6 i£ijH, d-Cu N0 2 , C0NHR 13 , *tRi3&t!^ 

R 7 j£llH, OH, OCH 2 CONHR 14 , 

*tRu^& *JM** £JM*,3Mk, ^JitfJM^T^ OH, 

OCH3, CF 3i C0 2 H, C0 2 C 2 Hs, N0 2 ; 

R 8 i&fjH, C-C 4 *tg-, N0 2 ; 

Rs&lijH, COOH, C0 2 C 2 H 5 , 5' - ( %L&m—*£L&.-2' ), 5' -0*9t& 

con h r y ih » 

-4" -^^-2' ), oA^, CONHRg, n-T 
SLS-, o-, m-, p-^g^Jl., o-, m-, p-^ ^ SsUl-, o-, m-, p- 
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4' JS- , m-CFs- 3' -CF 3 -4' -N0 2 - S , 

2' -C00H-4' ^-^HSb^J., *Vib4Uk, 4' -#,#St^, 

4' -JJM^St.^*-, 4' -(2' -^^#.^St)^, 4' -(5" 
*£-3" -JL^Sb)^, 4' -*<5Ut****. 4' (4" ,6" -^-T-S- 
^-&-2" )^Sb^, 4- (5" ,6" 

ki&ilH, CONHR 10 , Rio&llH, 4-COOH-^^-, 4-C0 2 C 2 H s -;£.^, 3-CF 3 - 
Rs&llH, CH3; 

Re&tlH, Qft, n-CeHxa, N0 2 , NH* CI, Br, CONHR 13 , tRi3&£ 

R 7 i&ljH, OH, CH 3 , OCH 3 , 0CH 2 C0NHR 14 . , -&+R M i&#.Jl-, o- 

m-, o-, m-, p-llS^-S-, 4' 

3' -&#U8UM£*., 3' -JL iLT&tt, 3' 

4' -T^tt, 4' 3' -aMfclUk 

Rs&llH, CH 3 , OCHa, N0 2 ; 

(Ia) 



la 

#tR4. Rs> Re. Rr. R 8 ^^^-^it^I^-^#'ffr?X.T//r^60^I^; 
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lb 

^-tR4. Rb. Re, R 7 , R 8 ^r^^^^I^^#'*^T^^^^; 

R' OH, COOH^; 

R' OH, COOH, CF 3 , 0CH 2 C00H^; 

R' 4 & tl H, OH, COOH, COOEt, I, N0 2 , OCH 3 , SO3H, 

S0 2 NH 2 , SONH(C=NH)INH 2 , "°"Q , < s ™<> , ~~CC 

CHi Oy— v O CHi 

R* 5, R' 

t^tt4fc£-4&: *tR4-R8&@9, I*-#A*^h, *-&^^H;^t 
R' 2-R'e^a, ^fc^H. 
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ry v R '' 
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4'-COOH 


>300 
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7-OCH3 


3'-COOH 


>300 
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7-OCH3 


2'-COOH 


>300 
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7-OCH3 


2'-OH 


>300 
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7-OCH3 


3'-OH 


265 
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4'-OH 


>300 


7 


7-OCH3 


3'-OH, 4'-COOH 
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233 
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32 
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4'-S0 2 NH(C=NH)NH 
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33 
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34 
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a> <!0»N« — & /> 
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265 
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116 


6-NO7 7-OCH3 8-OCH3 


3'-OH, 4'-COOH 
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266d 
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217 
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4-SO2NH2 
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1 O 1 


O-INL/2 /-Ul^Xl3 o-UV^.n.3 


H -OVjZlNJl^l-/— IN 11 JIN JX 


284 


1 oo 


0-1NLJ2 0-^^x13 


/f=\ 
4'-S0iNH— 6 > 


190d 
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CHjO / — >i OCHi 
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220d 
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127 
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248d 1 
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a Jv# 


6-C?H^ 7-OH 8-NO? 


3'-OH, 4'-COOH 


>300 


131 
1J 1 


6-CSH* 7-OH 8-NO2 


3*-COOH, 4'-OH 


>300 


132 


6-CSH*; 7-OH 8-NO? 


3*-CF 3 


169 


133 


6-CoHs 7-OH 8-NO? 


4'-S0 2 NH 2 


206d 


134 


6-C?H< 7-OH 8-NO-? 


4'-S02NH('C=NH > )NH 
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135 


6-C9HS 7-OH 8-NO? 




>300 


136 
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4'-COOH 


273 


137 
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206d 


141 
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2'-COOH 


227 


143 
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4'-OH 


>300 


144 


6- N0 2 , 7-OH, 8-CH3 


3*-OH 


>300 


145 


6-N0 2 ,7-OH, 8-CH3 


2'-OH 


>300 


146 


6-N0 2 ,7-OH, 8-CH3 


4'-OCH 3 


254 


147 


6- N0 2 , 7-OH, 8-CH3 


4'-COOEt 


>300 


148 


6- NO7 7-OH, 8-CH1 


3'-OH, 4'-COOH 


271 


149 


6-N0 2 ,7-OH, 8-CH3 


3'-COOH, 4'-OH 


>300 


150 


6- N0 2 , 7-OH, 8-CH3 


3 - Cl*3 


11 1 

ZJ 1 


151 
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226 
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4'-S02NH2 


>300 
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6- N0 2 , 7-OH, 8-CH3 


4'-S02NH(C=NH)NH 


>300 


154 


6- N0 2 , 7-OH, 8-CH3 


4'-SOjNH— ^ r_ ^ 


>300 


155 


6-N0 2 ,7-OH, 8-CH3 


CHjO ji 11 "OCHi 

■y-SCWH-^ j> 


254 
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1 $6 


fi "NTO, 7-OH R-PfT, 


4'-SOd0tt<J 


>300 


157 


6- N0 2 , 7-OH, 8-CH3 


2'-COOH, 4'-I 
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4'-COOH 


301 
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3'-C00H 


280 
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>300 
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236 
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>300 
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301 
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6- N0 2 ,7-OCH 3 , 8-CH3 


CHjO yiy OCHj 


276 
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6- NU 2 ,7-UCxi 3 , 0-CH3 


4'-S02Nir< J 
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1 7^ 




4'-so2N«— ^ y 
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>300 
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260 
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>300 


1 77 
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2' -OH 


>300 
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>300 
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>300 
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>300 
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«'-SOiNH-V i 
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>300 
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257 
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236 
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6-NO2 ,7-OCH 3 8- NO2 


4'-OCH3 


205 
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6-C1 7- OH 8- N0 2 


4'-OCH 3 


285 
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6-C1 7-OH 8-NO2 


4'-SCteNH(C=NH)NK 


300d 
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6-C1 7- OH 8- NO2 


3'-OH 4'-COOH 


>300 


193 


5-CH 3 ,6-,8-(N0 2 )2 7- OH 


4'-COOH 


>300 
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5-CH 3 6-,8- (N0 2 ) 2 ,7- OH 


3'-COOH 


246 
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195 


5-CH 3 6-,8-(N0 2 )27-OH 


2'-COOH 


214 






a' nrw, 

f -Vj«_^Xi 3 


242 


197 


5-CH 3 6-,8- (N0 2 ) 2 7- OH 


4'-COOEt 


244 


198 


C r>TT o /^KT/~\ \ H All 
5-CH30-,8- (NU2)2 7- OH 


4 -oU2JNrl2 S 




199 


C PTJ /T O /TvT/"\ *\ *7 ATT 

5-CH3,6-,8-(NU2)2 7- OH 


A 1 O /""V-XTT T X TT TN"X TT TC 

4 -S02NH(C— NH)N±i 
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5-CH30-,o- (JNO2J2 /- Url 


4'-SOaNH~C"> 




201 
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220 
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Z /O 




R4— Rs 


R3 
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7-OCH3 


CONH(CH)3C02H 


193 
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7-OCH3 


CONHNHCO \[ / 
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205 


7-OCH3 


CONH-y- A CHa 


248 


206 


7-OCH3 




238 


207 


6-C2H5J-OCH3 


CONH(CH) 3 C0 2 H 


226 


208 
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209 
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210 
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CONHNHCO ^ ^ 
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176 
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240 


213 
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CONHNHCO ^ 
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7-OCH 3 8-CH 3 
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216 


7-OCH 3 8-CH 3 
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217 


6-Br 7-OCH 3 


CONHNHCO — — ^ ^ 
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6-Br 7-OCH 3 


CONH-V V CHj 


>300 
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220 


6-n-C6H 13 7-OCH 3 
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JiJUfc*., l,3-~*f:e..&.3EJIfc(DCCK -=-*^4fcatS& (2-DPC) , 
1, 3-^# ^ (DIPC) . 1- (3--^ T^^^-) -3- ^-S-^iifcifc/fe 
(EDCI)^. £t^&#^^i|t/M^ ^&4fc#if*»^:$LJ£3K., 

^ 1, 2 Z^S^TS^ W^*^N,N-— 

J&(DMF)^. DMSO^DMF, JLVLi&y%LfrJ)lSF. iL^L 

10- 110X?, ^^20-90X3, jt>ffc^30-80X:, 
#50— 70X:. 

T^iSu^^ Ha. lib. He. lid. He, IlfJWMtE 
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Ilf 



®&i$MM t mM&}gjyo£L&%i. o. 1-95 

&&ik&-*r%MixL£ t ftM3&, *»trj§^ at. 
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$uMr>m. suwam, 

*,ft*fJMt\ i£g&4S^; SUB ffl J? 

^Bfk $J#, *Mf, 

Jim®. +— L>&-2tmik^i %m$rM 

*f"*#.^«-f-Jt., -^4L*t«l, #L 

TTiit, &«.*fc4fri*, ifLZ^tfc'&M.g^ Gelucire, % 



-19- 



WO 2004/OSOO^V 



PCT/CN2003/001046 



JK.£t. Hfe.T#^T3fcA^it!l!4fc^#iNA«:|t*J, »j§-f#.*M^ 
Jtt^A***l, *T*tX^fc+#^A&#*J£/9. 

#W A£#$&#J^&&#*.#-» ##*U HJJNiU 

<fcM£;MHMu§L, tefintfj, 
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0.001-150mg/Kg^^:, VL&% 0.1- 100mg/Kg^^, Jt^.^^ 
l-60mg/Kg#^, ^i^^2-30mg/Kg^^:. JUfe^*Ti«+— #J 

#i&jfrj^*&«*T^A£^*— ****** ^ML^ft 

^TGF-P l^#4s,^, y£j7W : &t&*&%r> it*3r*=*F 

^E.10ng/ml^J3:T^^33^^t J ^r'l4^.it50%^^^# 
#4fc<M&#5>K &it90%#4fc^M4>K *fTGF-P H§-j£#*Mg,&j? 

3L&j%mJ%.J*'fr&s SjfaJEfl-jSl* *fU&'&')N^; ®&*L>&&.fcfa. 
«n (AH, P<0.01)##tf. E! ^-0 l^ftiif « 
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* & -t # £ #^ @ $1 j&tf ^ fe* JL 'Jf^ 

it^. t T ^: JHt ffl . jet « 4^£. Dl 4fc£-4fe t # # # 
SI ?] frit i§j % &.j&zl*ym jfc f- A jfa./*, 

H^Benazepril^Losartan^b^., Tfc«jM^*^4&£IHkfc$l!\*. 
-fcfcCBUN)* JW.i?f<Cre), *pfd#Hfc4.*B-f-P KTGF-P % 
(All) >3ri&$# -f Benazepril, Jn % Losartan* M ( *Mf )• 

#149>^t^^^.^t#t^^^Losartan, ^-^Benazepril^B^ ( sg- 
if), <C£#3S*£*.4LgS, ^JL«if#4fc^#:iif ^Benazepril .Si i? 
Losartan^a ^ . 

;s|UM&4&*E,-cr, ***.Jt'hjX^T*'&Jf-15 , 4La, SLA*-***. 
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( 2 )3- & WU-6-iL-7-jS**4* ^ 3-3tg--6-iL-7- *P 




( 3 ) 3-&&Hig.-6-^-7-M.^iJr 3-M--6 &Jt-7-ip ft. 



Ck. i HsC^ ^COiCtRs H5C2S. 

j| ElOiCCCOjEl IT^ |» ^ %! T !XCH»)iSO«.NaiCO» T* 1 ^ TT 



:02H 



J)Kd. HO Ac 



( 4 ) 3- C. JUUUt-6- £L J--7-|^^ 3-^-6 2,^-7- *f 




-23- 



WO 2004/0500^W PCT/CN2003/001046 



( 5 )3- Z,$*$L&-6-ik-7-&&$-M-% ^ 3-^.-6-^-7-^ 

CHOCiHj 




( 6 )3-£Mti--7, ^ 3-^-7, 8-~ifM*S- 





(8) 3-Z^|L^-7-^S-5- 1 f^-S.^- ^ 3-^-7-^^*-5- 

-24— 
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( 11 ) 3-&*JL^-5-¥l--6, 8 ^-?H^-7 




( 12 ) 3-^MI--5-fi--6, 8 ^f%&--7-f 

3-M-5-f|.-6, 8 ~*n&.-7— VHS--^* 




( 13 ) 3-t,^m&-5-Tl--6, 8 



-26- 




(15) 3-2,^^J--6-IL-7-^J--8-^'J.^J.^- 



-27- 




( 17 ) 4-$L&-7-*?&&&-% 




(18) 4-T^-7-^T^^-S-* 

-28- 




( 19 ) 4, 8-^T^-7-^¥^#-S-* 




1 3- t^JSL *-6-|L-7-^^-8-^L# J.^- ( 241 ) 

A 

#2.75g(10.2nimol) 3- ^^^.^--6-^-7-^^# JL*, fo^ 
10ml#U&g&t> ^2*-S.JS-^^»T^*b*»>^SMtfitl. 74g(20. 4mmol) if 

#7^1. 52'g#A4b4^Mr (241) . 

H-NMR 300MHz (DMSO) : 1.266(t, 3H, CH3) ; 4. 232 (q, 2H, CH 2 ) ; 
8. 017 (s, 1H, 5-H) ; 8. 593 (s, 1H, 4-H) 
4L+4fc^4<b229— 246, ^T&J&SMtf^ 

£*#J2 3-^^.m*-6-^^-7-^^-8->^^^J-^- (233) 
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fo&&&ifHb&#i24l¥iM4rjrik, 4fc^233tf#J4-, ^1*),*, 
#233 

H-NMR 300MHz (DMSO) : 1. 262 (t, 3H, 6- Z> -g--CH 3 ) , 1. 401 (t, 3H, m & 
-CH 3 ), 2. 753(q,2H, 6- L. J- -CH 2 ), 3. 988 (s, 3H, 7-OCHs) , 
4.408(q,2H, B8.£--CH 2 ), 7. 527 (s, 1H, 5-H) , 8. 479 (s, 1H, 4-H) 

3-Z*fL**-6-*«*.-7 f 8-^T (227) tfj 

fa$k %&Wfc&%l24l&l WQ-TT 4fc^&227##]#, 
«3-&#L$LS--7, 8-~¥M-#^*i&#>^>^&> 

227 

H-NMR 300MHz (DMSO) : 1.397 (t, 3H, J- -CH 3 ), 

4. 063-4. 1 18 (d, 6H, 7, 8-OCH3) , 4. 423 (q, 2H, & -S- -CH 2 ) , 

7. 757 (s, 1H, 5-H) , 9. 252 (s, 1H, 4-H) 

£*fc#]4 3-<LJMLS--6, 8-^*-7-T^#^-* (239) # 

fete%foWfc£~%>24l&jM&#&, fl^#239##]^, 
^VXZ-Z, IU&&-7- ¥ J.*3t# XL*H4bJ$LM , 239 
H-NMR 300MHz (DMSO) : 1. 290 (t, 3H, SI-CH3) , 4. 01 1 (s, 3H, 7-OCHs) , 
4. 292 (q, 2H, S|-CH 2 ) , 8. 873 (s, 1H, 4-H) , 8. 955 (s, 1H, 5-H) 
3-6$,tt-6, 8-^-^^-7-^^#^-* (237) 

^L#^^H^#241^^J4-^*, ^#2376$^, 
£-Fj5*3- Z*%m&-7-&&&tt&ftXL*H4£JL&, #^#237 
H-NMR 300MHz (DMSO) : 1. 237 (t, 3H, g&-CHs) , 4. 196 (q, 2H, B§-CH 2 ) , 

8. 399 (s, 1H, 4-H) , 8. 636 (s, 1H, 5-H) 
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3- (3' -MJM£M-)-6-&.S--7-¥M-# 

S-it (26) 

#248mg (lmol) 3-^-6- &l--7- 1 P#Li-#:S.il> 2ml S0C1 2 
*I&S0C1 2 , ^X153mg (lmol) 4-^^^^ 
^L2ml1t^, ;fc&^iL,&£,^, tfr^/^^DMSO^], ^i&MOmg 
fami&%i (26). 

H-NMR 300MHz (DMSO) : 1. 142 (t, 3H, CHs) , 2. 569 (q, 2H, CH 2 ) , 
3. 906 (s, 3H, 7-OCH 3 ) ; 7. 069 (d, 1H, 6' -H) , 7. 098 (s, 1H, 8-H) , 
7. 509 (s, 1H, 2' -H) , 7. 758 (d, 1H, 5-H) , 8. 856 (s, 1H, 4-H) , 
10. 848 (s, 1H, CONH), 11. 399 (s, 1H, OH) 

4Lltl-109-5"4fc^*r, 204-206, 208, 209, 213, 214, 217, 
218, 220, 222— 228JL2 1 247-249-f 3£j#->a_t###3pL 

3-(3' ^&^m&)-6-^&-7-T^# 

A* (27) 

H-NMR 500MHz (DMSO) : 1. 162 (t, 3H, £, J--CH3) , 2. 602 (q, 2H, 

-CH 2 ), 3.937(s,3H, 7-OCH3), 6. 786 (d, 1H, 5' -H), 

7. 178 (s, 1H, 6-H) , 7. 746 (d, 1H, 6' -H) , 7. 770 (s, 1H, 5-H) , 

8.239(s, 1H,2' -H), 8. 834 (s, 1H, 4-H), 10. 583 (s, 1H, CONH) 

Tcik^^r- C 20 H 17 N0 7 

if IMS-: C62. 66, H4. 47, N3. 65 

«J£/flL: C62.87, H4.49, N3. 71 

3- (m-&&-%L&$L&.) -7~T|LM^* ( 2 ) tt^/S. 
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7ti£%-¥r. C 18 H 13 N0 6 • 1/2H 2 0 

iflMfe: C62. 07, H4. 05, N4. 02 

C62. 72, H3. 74, N4. 55 

3- (3' -|£J--4' -0L&&J&m&.)-7-Tfr&.&M.-iki7) 

« 3-^-7- *F 4- flUL#JSUft. , 7 
H-NMR300MHz (DMSO) : 3. 91 (s, 3H, 7-OCiU , 7. 08 (d, 1H, 6-H) , 
7. 11 (s, 1H,6' -H), 

7. 53 (s, 1H, 2' -H) , 7. 77 (d, 1H, 5-H) , 7. 95 (d, 1H, 5' -H) , 

8. 91 (s, 1H, 4-H) , 10. 83 (s, 1H, CONH) , 11. 40 (br, 1H, OH) 
7C^-^#: C 18 H 13 N0 7 

C60. 85, H3. 69, N3. 94 
m%LlM.: C60. 52, H3. 59, N4. 10 

£4fc«ll0 3-(3' -^-4' -*Jt^Jft*4t)-7-V*.A-*JL* 
(8) 

« 3-#Uk-7- *f> 3-% **5-#J-«& ife^t#iL^L . #4fc^8 

H-NMR 300MHz (DMSO) : 3. 906 (s, 3H, 7-OCH3) , 6. 964 (d, 1H, 5' -H), 

7. 037 (d, 1H, 6-H) , 7. 083 (s, 1H, 8-H) , 7. 745 (d, 1H, 6' -H), 

8.001(d, 1H,5-H), 8.234(s, 1H, 2' -H), 8. 877 (s, 1H, 4-H) , 

10. 547 (s, 1H, CONH) , 11. 103 (br, OH) 

?Likfr%T-- Ci 8 H 13 N0 7 

if^i: C60. 85, H3. 69, N3. 94 
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C60. 50, H3. 62, N3. 64 

3-[4' -(5" -¥&#IS8'*-3" )-&#&&-&J&0L 
&]-7-¥M-#.a.* ( 19) 

1^3-3ti--7-1*M.#-3.#jf* (SMZ) JMfiLjfc. 
#4b£*4&19 

ib*^*r: C 21 H 17 N 3 0 7 S • 1/2H 2 0 
if^Ml: C54.31, H3. 91, N9. 05 
ttlttiL: C54. 56, H3. 49, N8. 90 

g&WW 3-(3' -«L*-^#.lUt)-7-VlUt#-JL* (203) tf^ 

■f «3-*Ut-7-VlUt#-A-*-4«» Y -4iTtt#i^. #^^203 

H-NMR300MHz (DMSO) : 1. 719 (t, 2H, 3' -CH 2 ) , 2. 235 (t, 2H, 2' -CH 2 ) , 

3. 311 (t, 2H, 4' -CH 2 ) , 3. 861 (s, 3H, 7-OCH3) , 7. 001 (d, 1H, 6-H) , 

7.074(s, 1H,8-H), 7. 861 (d, 1H, 5-H), 8. 771 (s, 1H, 4-H) 

ici^^f: C 15 Hi S N0 6 

itIMi: C59. 01, H4. 95, N4. 59 

m%-4M.: C, 59. 05 H4. 60, N4. 73 

&«fc*U3 3-[4' -(5 w -y^m^s" )-M«*kWi.&%~J&m. 

&l-7-*?^&-8-r (55) 

^«3-^-7-T*.-8-T^-§-*^^T^^ ( SMZ) ilbfriL 

&. #fl^^55 

ifc.^-^*f: C 22 H J9 N 3 0 7 S 

-H-^: C56. 28, H4. 08, N8. 95 
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C56. 61, H4. 06, N9. 01 
14 3- (m-m.^SLf 4l&£JMt&) -7, 8-~TM-#-S-i|- 

(64) 

fate%fo#Mt&%i26tfjffl£-7r&, ^^64^^J^-, *n&& 
■f VX 3-^-7, 8--=- T M^^i^m-ltS-ik T #L^J&3MfiL,EL 
#4fc^/64 

H-NMR300MHz (DMSO) : 3. 852 (s, 3H, 8-OCH3) , 3. 951 (s, 3H, 7-OCHs) , 4. 6 

41((s,2H,0CH 2 ), 6.676(q,lH,5' -H), 

7. 198-7. 420 (m, 3H, 4' ,6' ,6-H), 7. 502 (s, 1H, 2' -H) , 

7. 751 (d, 1H5-H), 8. 853 (s, 1H, 4-H) , 10. 584 (s, 1H, CONH) 

?L-fcfr%T: C 2 oH 17 N0 8 

if INS.: C60. 15, H4. 29, N3. 51 

W]$HM.: C60.41, H4. 65, N3. 75 

3-(4' -fc&tf&&.&&0L&)-7,8-~ip 

(66) 
66 

ic^"^#: C 19 H 18 N 4 0 7 S • 2H 2 0 

if&JM.: C47. 30, H4. 56, Nil. 61 
C47. 34, H4. 08, Nil. 00 

^^16 3-(3' -0L&.-4' -Jkg-JfcJfej&H.) "7, 8-^TM-#-B- 

* (60) #r^A 

#-#^&#Mfc^26##J^>&, to^60tf#]£-, 
3-^.^.-7, 8--^T *.^^J.-*-^5-«,-S.*-*&Aat4fiL > gL#^^ 

^60 
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H-NMR 300MHz (DMSO) : 3. 849-3. 947 (d, 6H, 7, 8-bis-OCHa) , 



8. 813 (s, 1H, 4-H) , 10. 495 (s, 1H, CONH) 
iGifr^#r: C 19 H 16 N0 8 • 1/4H 2 0 
i+JMfc: C58.61, H4. 01, N3. 59 
C58. 27, H3. 86, N3. 92 
£;&#J17 3-(^T®t.^JH^)-5-T&-7-TlL*#^-* (210) tfi 

fa&%&#Mb&%>26&)ffl&jir&, to^#2l0##]^, 

^^3-mJ.-5-T*-7-T^^^^^^T^J3f^^#^^ 
210 

H-NMR300MHz (DMSO) : 2. 482 (s, 3H, 5-CHs) , 3. 888 (s, 3H, 7-OCHa) , 
6. 979 (d, 2H, 6, 8-H) , 7. 477-7. 583 (q, 2H, 3' ,5' -H), 

7.500(t, 1H,5' -H), 7.889(d,2H,2' ,6' -H), 8. 792 (s, 1H, 4-H) , 
10. 24 (s, 1H, CONH) , 10. 868 (s, 1H, CONH) 

&:fe*ll8- 3-(*JW#AJUt)-5-VJt--7-VlL*.*A-*' (213) ft 

■f « 3-#Ufc-5- ¥ J--7- ? #Ut* A * JMW W&4fJZL& # 4fc £*4* 
213 

H-NMR 300MHz (DMSO) : 2. 553 (s, 3H, 5-CHa) , 3. 878 (s, 3H, 7OCH3) , 
6.979(d,2H,6,8-H), 7. 935 (d, 2H, 3' ,5' -H), 8. 781 (s, 1H, 4-H) , 
10. 545 (s, 1H, CONH) , 11. 362 (s, 1H, CONH) 
g:fe*]19 3-(3' -£tS--4* -&&%Lm$L&)-5-r 
(74) 



6.962(d, 1H,5' -H), 

7. 727-7. 755 (d, 2H, 5, 6' -H) , 



7. 233 (d, 1H, 6-H), 
8.210(s, 1H2' -H), 
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^#;74 

iG^r^^f: C 19 H 15 N0 7 

if$-&: C61. 79, H4. 09, N3. 79 

m%-&: C61. 57, H4.07, N3.81 

£*fc#]20 3-(3' -^J.-^ -^^J^^)-6-IL-7-^|L^^ 
J.^- (87) 

#-#£;&#Mfc^#26##l-&-3r&-, 4fc^$r87##J^, 

4^87 

H-NMR 300MHz (DMSO) : 3. 996 (s, 3H7-0CH 3 ) , 7. 114 (d, 1H, 6' -H) , 

7.376(s, 1H.8-H), 7. 485 (s, 1H, 2' -H), 7. 768 (d, 1H, 5' -H), 

8. 146 (s, 1H,5-H), 8.839(s, 1H,4-H), 10. 721 (s, 1H, CONH) 

7G-%fr%r: C 18 H 12 C1N0 7 

if#4i.: C55.47, H3. 11, N3. 59 

m$L4&: C55.97, H3. 13, N4. 48 

^^421 3-(3' -HJ.-4' -6-Cl-7-*PfL*# 
( 88 ) 

-f VJ. 3-^-6-Cl-7-T *.J.4-A*^5-AJ|.*.# g£i£#iL&#4fc^ 
^88 

H-NMR 300MHz (DMSO): 4. 010 (s, 3H, 7-OCH 3 ), 6. 968 (d, 1H, 5' -H), 
7. 380 (s, 1H, 8-H) , 7. 752 (d, 1H, 6' -H) , 8. 153 (s, 1H, 5-H) , 
8.211(s, 1H,2' -H), 8. 817 (s, 1H, 4-H) , 10. 475 (s, 1H, CONH) 
iGift^#: Ci 8 H l2 ClN0 7 
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ifg-fe: C55.47, H3. 11, N3. 59 
m$LtiL: C55.60, H3. 18, N4. 1 

%&m2 3- (3' -IM--4' -lti.*Jfetl.) -6-^-7- *P#L&4- 
JS-# (96) 6$^/$. 

■T- « 3-!tg--6-&-7- V M-#-S-# frt-M.&frtii J&ifc^iUaL^^ 
^96 

H-NMR 300MHz (DMSO) : 3. 996 (s, 3H, 7-OCH3) , 7. 118 (d, 1H, 6' -H), 

7. 343 (s, 1H, 8-H) , 7. 496 (s, 1H, 2' -H), 7. 774 (d, 1H, 5' -H), 

8. 306 (s, 1H, 5-H) , 8. 846 (s, 1H, 4-H) , 10. 722H (s, 1H, CONH) 
^&#»J23 3-(4' -4^^@fc^.^^^)-6-^L-7-TfL^.^^. 
it (32) 

#.^^^H^^26^^j^^-, 4t&m2#jm&, *m&& 

T *X3-|tg--6- ^J--7-TlL*#-a.*^^^ (SG) mT#LMmt& 

m2 

H-NMR 300MHz (DMSO) : 1. 148 (t, 3H, & ^--CHa) , 2. 572 (q, 2H, 
-CH 2 ), 3. 896 (s, 3H, OCH3) , 6.690(br,4H, Jfr. -H), 
7. 125 (s, 1H, 8-H) , 7. 709 (s, 1H5-H) , 7. 739 (q, 4H, Ar-H) , 

8. 827 (s, 1H, 4-H) , 10. 841 (s, 1H, CONH) 
itift^#: C 20 H 2 oN 4 0 6 S • 1/4H 2 0 
i+#^L: C53. 55, H4. 60, N12. 48 
m%-&: C53.49, H4. 63, N12. 40 

%&W24 3-(4' -^^Sfc«^m-S-)-6-iL-7-T^^^-* 
(92) 
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4Mfc£^W4fc^4&26fi$$4h^&. 4fc,^#92##J^, *m&& 

-f # 3-m^-6-a-7- t M-^-t (so m^B^M^m 

92 

H-NMR 300MHz (DMSO) : 3. 999 (s, 3H, 7-0CH 3 ) , 7. 407 (s, 1H, 8-H) , 
7. 776 (q, 4H, Ar-H) , 8. 172 (s, 1H, 5-H) , 8. 860 (s, 1H, 4-H) , 
10. 787 (s, 1H,C0NH) 

C 18 H 1S C1NAS 
if%-&: C47.95, H3. 35, N12. 43 
C47. 54, H3. 45, N12. 15 

3-(3' -^-4' -tl-|:jfetl.)-7-f|i 1 |.-8-fi- 

%-2--%r (43) 

#-#^;&#Mfc^#26#4N^&-, 4fc-M&43##]^, *I5J,&£ 
f - « 3-^-7- ¥ ^-8- T &#-S-^r^4-# J ^-^# A44f iU3L#4fc 

H-NMR 300MHz (DMSO) : 2. 215 (s, 3H, 8-CH3), 3. 912 (s, 3H, 7-OCHs), 

7. 081 (d, 1H, 6' -H), 7. 182 (d, 1H,6-H), 7. 612 (s, 1H, 2' -H), 

7. 747 (d, 1H, 5-H) , 7. 872 (d, 1H, 5' -H) , 8. 834 (s, 1H, 4-H) , 

10. 813 (s, 1H,C0NH) 

>t^-^#: C I9 H 1B N0 7 • 1/2H 2 0 

i+JMg.: C60. 32, H4. 26, N3. 70 

9* £/{£.: C60. 26, H4. 03, N4. 14 

£*fc<W26 3-(3' -^^-4' -7- *f %&~8- T * 

4- A* (44) t#^& 

#-#^^Hfc^26^^]^^-, to^4&44##J^, 
-f - « 3-^-7- ^ #L&-8- T JMKi**5- JUt jM* iUSL*«i 
^44 
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H-NMR 300MHz (DMSO) : 2. 209 (s, 3H, 8-CH3) , 3. 753 (s, 3H, 7-OCH3) , 
6.959(d, 1H,5' -H), 7. 168 (d, 1H, 6-H) , 7. 723 (d, 1H, 6' -H), 

7. 848 (d, 1H, 5-H) , 8. 197 (s, 1H, 2' -H) , 8. 794 (s, 1H, 4-H) , 
10. 504 (s, 1H, CONH) 

it^#r: C 19 H 1B N0 7 • 1/2H 2 0 
if #41: C60.32, H4. 26, N3. 70 
C59.66, H3. 92, N3. 81 
**«27 3-(4' -¥%^mWL£-)-Q-?%&-7-&^-8-r&$~£- 
^(146) 

#160mg(0. 604mmol) 3-m.£--6-*H &-7-&&-8-¥ 
2ml — tit-k $ %ttfi~^#.m t , ipA 
74. 3mg(0. 604mmol) p-#,Jj£¥&^lml^^MmlDMF, fa$kfejgLM 

f-Vk, 2*J*#*HJ. 

#^^(146) 170mg 

H-NMR 300MHz (DMSO) : 2. 280 (s, 3H, Ar-CH 3 ) ; 3. 740 (s, 3H, OCH3) ; 
6.941(d,2H, 3' ,5' -H) ; 7. 621 (d, 2H, 2' ,6' -H) ; 

8. 673 (s, 1H, 5-H) ; 8. 897 (s, 1H. 4-H) ; 10. 374 (s, 1H, CONH) 
4Llt 110-203, 225-228-f4fc^^«-t#^^J4». 
%%Lfr]28 3-(4' -XL&-*$&&%-J&g.&) -6-*8&-7- ¥ &*-8- 

( 169 ) 

#***«*^#146*$*14M-*, ^^169##J-&-, 
^^^^J^J^(SG)^3-^*.-6->^J--7-T^-8-^*#J-^^# 

>EL , « DMF *fr #J . # 4fc ^ ^ 169H-NMR 300MHz (DMSO) : 
2. 382 (s, 3H, 8-CH3) , 3. 940 (s, 3H, 7-OCH3) , 6. 677 (br, 4H, 0&^-H) , 
7. 790 (q, 4H, Ar-H) , 8. 593 (s, 1H, 5-H) , 8. 903 (s, 1H, 4-H) , 
10. 707 (s, 1H, CONH) 
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>G^-^#: C 19 H 17 N 6 0 8 S • 1/2H 2 0 
if^Mt.: C47. 10, H3.75, N14. 46 
m^iM.: C47. 27, H3. 73, N14. 58 

%&m9 3- (4' HttiJM£a^)-6->rt-7, 8-— VHS-^-flL* 

( 110) 

****-W*^#146*S«4h^-*, ^#110^*14-, 
£ -f « p-#.&^ T ^^3-^-6-^1.-7, 8-^- T fr&$-S-*3t4T&. 

H-NMR 300MHz (DMSO) : 3. 99-4. 06 (q, 6H, 7, 8-bis-OCHa) , 
7. 82 (d, 2H, J=8. 7, Ar-H) , 7. 9 (d, 2H, J=8. 7, Ar-H) , 8. 15 (s, 1H, 5-H) , 

9. 09 (s, 4-H) 10. 91 (s, 1H, CONH) 

£^430 3-(3' -HS-^JfelHD -6-^^-7, 8-— V^UM^* 
( 111 ) 

, ^m-^^T ^3-^.1.-6-^-7, Z-~Vfr&&3-*2Mf 
ZlM.. Ill 

H-NMR 300MHz (DMSO) : 3. 97-4. 05 (q, 6H, 7, 8-bis-0CH 3 ) , 
7.49(t, 1H,5' -H), 7.67(d, 1H, 6' -H), 7. 76 (d, 1H, 4' H), 

7. 93 (s, 1H, 2' -H) , 8. 32 (s, 1H, 5-H) , 9. 08 (s, 1H, 4-H) , 

10. 66 (s, 1H,C0NH) 

^&#J31 3-[4' -(5" ,6" -^T^&^^-4" )-J0M#BfeJM£JK- 
JM-] -6-^-7, 8-—VIUMML* (123) 

#***«4fc^-4(frl46^iW^3Sr* f tt.^#lll##]-&-, 
£iS «^5,6-— T^1-^(SDM' ) ^3-^-6-^1.-7, 8-^ T 

H*.*A*at4fiuaL. #ifc^#i23 



-40- 



WO 2004/0501 




PCT/CN2003/001046 



H-NMR 300MHz (DMSO) : 3.694(s, 3H, -OCH3), 

3. 894 (s, 3H, 8-000, 

4. 064 (s, 3H, 7-OCH3) , 7. 886-7. 996 (q, 4H, Ar-H) , 
7. 974 (s, 1H, 2" -H) , 8. 109 (s, 1H, 5-H) , 9. 092 (s, 1H, 4-H) , 
10. 791 (s, 1H, CONH) , 10. 947 (br, 1H, SOzNH) 

%&m2 3- (3' -$&&%LJ&0.&.)-6-*H&-7-&:&-8- 
<P*-^-Mr (148) 

-f « 4-#,^# ^3-^.*--6-^'L-7-^S-8- *P L# J-*SMriL 
#4fc^l48 

H-NMR 300MHz (DMSO) : 2. 27 (s, 3H, Ar-CH 3 ) , 7. 11 (dd, 1H, J=7. 8Hz, 
1.8Hz, 6' -H), 7.498(d, 1H, J=l. 8Hz, 2' -H), 

7. 775 (d, 1H, J=7. 8, 5' -H) , 8. 65 (s, 1H, 5-H) , 8. 892 (s, 1H, 4-H) , 
10. 69 (s, 1H,C0NH) 

33 3- (3' -1^-4' -&&%LJ&$$1&-) -6-*H&--7-&&.-8- 
^Ik^-S-ik ( 149 ) 

H-NMR 300MHz (DMSO) : 2. 268 (s, 3H, Ar-H) , 

6. 971 (d, 1H, J=8. 7Hz, 5' -H) , 

7. 747 (dd, 1H, J=8. 7Hz, 2. 7Hz, 6' -H) , 8. 208 (d, 1H, J=2. 7Hz, 2' -H) , 

8. 658 (s, 1H, 5-H), 8. 867 (s, 1H, 4-H) , 10. 403 (s, 1H, CONH) 
£*fc#134 3-[4' -(2" -^^#,^®b^)^ife^.^]-5T*--6,8-— 
?H&--7-&g-&M.-% (200) 
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fc&m&fr]4££-%>U6#jM£-3-&, 4fc-£^200##]4-, 

(SD) %>Z-$L&-5 ^^-6,8-^^-7-^^3.^ 
s&4t£~&, #4fc<£-#200 

H-NMR 300MHz (DMSO) : 2. 291 (s, 3H, 5-CH 3 ) , 7. 025 (t, 1H, 5" -H) , 
7. 884 

(q, 4H, Ar-H) , 8. 483 (d, 2H, 4" , 6" -H) , 8. 640 (s, 1H, 4-H) , 
10. 705 (s, 1H,C0NH) 

35 3- (4' -$&&&.%&mJk) -5 r -S--6, 8-~*S&-7-&&. 
^3.^(198) 

fam%fomt&%iumM%-7j%:, ifc^i98##]£-, 

& -f ^#.*^^Sb#,^3-m.-5 T 8-~>tt-7-|^# J.*St 
198 

H-NMR 300MHz (DMSO) : 2. 254 (s, 3H, 5-CHa) , 7. 240 (br, 2H, NH 2 ) , 
7. 788 (q,4H, Ar-H), 8. 666 (s, 1H, 4-H) , 10. 676 (s, 1H, CONH) 
£;&#]36 3-(2" ^±^*&&»mJto-WMr-6,B-—*f&--7- 
JfeJMM.*<201) 

#**ife«4fc4"#146^HW*-**, 4t,^#201tt#J£-, 
81**** (ST) ^3-^-5^^-6, 8-^^-7-^^^.*i4 
#iU£, #^^-^201 

H-NMR 300MHz (DMSO) : 2. 291 (s, 3H, 5-CH3) , 6. 802 (d, 1H, ig^-H), 
7.225(d, 1H, ^-^-H), 7. 737 (q, 4H, Ar-H) , 8. 651 (s, 1H, 4-H), 
10. 667 (s, 1H, CONH) 

m&mi 3-(4' -NLgJ$J&&.%Lm$SL&.) -5 T&-6, 8-^-*%&--7-& 
^#^(199) 
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H-NMR 300MHz (DMSO) : 2. 293 (s, 3H, 5-CHa) , 6. 685 (br, 4H, 0kS.-H) , 
7.746(q,4H,Ar-H), 8. 657 (s, 1H, 4-H) , 10. 647 (s, 1H, CONH) 
%&m8 3-(2' -%L&-V ,3' ,4' -^—^-5' )-7-*PM- 
-8- (216) 

#295mg (0.84mmol) -7-f &. 

# .S.-frsM. 6ml.2.JfUM|, ^L100'C^5'J^, i£#r*Mp>£, #>M<. 
#-t> it*. -^^#290mg, «DMF#^^, #160mg, 

H-NMR 300MHz (DMSO) : 2. 252 (s, 3H, 8-CH 3 ) ; 3. 968 (s, 3H, 7-OCHs) ; 
7. 174 (d, 1H, 6-H); 7.634(m, 3H, Ar' -H) ; 7.812(d, 1H, 5-H) ; 
8,088(m, 2H, Ar' -H) ; 8.874(s, 1H, 4-H) 
^.2t207, 210-212, 215, 216, 219, 221-f-to^### -t|M£ 

£*fc*|39 3-(2' -^J.-l' ,3' ,4' -^^-5' J.)-7-*P^ 
■S-^J.* (206) 

*L|t^^j4fc^#216^*J4-^r*, to^4^206##]^, ^ !*],£. 
£ -f 3- ¥ &m&$L&) "7- T M^-S^-ft #3- Cfc v &&&& 
1.) -7- ¥*Ul.-8-¥£«*iitfr JsL&#4fc^206 
H-NMR 300MHz (DMSO) : 3. 929 (s, 3H, 7-OCHa) , 7. 021 (d, 1H, 6-H) , 

7. 085 (s, 1H, 8-H) , 7. 599-7. 668 (m, 3H, Ar-H) , 7. 871 (d, 1H, 5-H) , 

8. 095 (m, 2H, Ar-H) , 8. 898 (s, 1H, 4-H) 
iG*^#: C l8 Hi 2 N 2 0 4 

i-YM-fe: C67.49, H3. 78, N8. 75 
W\$UM.: C67. 57, H3. 98, N8. 41 
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%&m0 3-[2' )-r ,3' ,4' -^«&-5' ]-6-C 

&-7-f (221) 

fe$k%&W4t£~%>2l6&}%)4-3-&, lfc^#221##]^, ^1*)*, 

H-NMR 300MHz (DMSO) : 0. 869 (t, 3H, d--CH 3 ) , 1. 240 (br, 6H, 

-CH 2 ), 1.574(t,2H, & J- -CH 2 ), 2.734(t,2H, & & -CH 2 ), 

3. 959 (s, 3H, 7-OCH3) , 7. 116 (s, 1H, 8-H) , 7. 699 (s, 1H, 5-H) , 

8. 070 (br, 2H, "Jfc^-H) , 8.920(br,2H, Ifc'St-H), 8. 921 (s, 1H, 4-H) 

TG-fcfrtfr: C 2 3H23N 3 04 • 3H 2 0 

if $-4*-: C60. 12, H6. 36, N9. 15 

m%-&: C59. 51, H5. 51, N8. 96 

£ifc#J41 4-T&-7-C4' -Z>fr0L&%L&&Jk&f fr&i&S-* 
(255) 

#4-T-S--7-#.&^^|Ll.#-a.^-60mg(0. 256mmol) -^ml-^JL 

£ ILifc^Ht, 5ml— JIV 

££, ^^^-^&#:T^^^44mg(0. 267mmol)^t5ml^-aT^.^^ 

IL 1 fM.^^"T-^80mg, 

H-NMR 300MHz (DMSO): 1.293(t, 3H, SITl-); 2. 389 ( s, 3H,4-T 

^) ;4. 269 (q, 2H, H-CH 2 ) ; 4. 881 (s, 2H, 0CH 2 ) ; 6. 219 (s, 1H, 3-H) ; 

7. 018 (d, 1H, 8-H) ; 7. 056 (d, 1H, 6-H) ; 7. 712 (d, 1H, 5-H) ; 

7. 760(d,2H,2' ,6' -H) ; 7. 919 (d, 2H, 3' ,5' -H) ; 

10. 479 (s, 1H, CONH) 

ici^#: C 21 H 19 N0 6 

if^fi: C66. 13, H5. 02, N3. 67 
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m$L&: C66. 26, H4. 91, N3. 81 

£*M*J42 4-*?&-7-3£m$L&&¥^&M-% ( 248 ) 
fate£&W4t&%i255tf)M&7r&, 4fc^#248##J^-, 
:?MU^p--iL&*. m&4fJL&, #4fc^248 
H-NMR 300MHz (DMSO) : 2. 377 (s, 3H, 4-CH 3 ) , 4. 825 (s, 2H, 70CH 2 ) , 

6. 208 (s, 1H, 3-H) , 6. 997 (m, 3H, 4' , 6, 8-H) , 

7. 306(t,2H,3' ,5' -H), 7. 593 (d, 2H, 2' ,6' -H), 
7. 711 (d, 1H, 5-H) , 10, 144 (s, CONH) 

jtrkfrW- C 18 H 15 N0 4 
if#^jlL: C69. 89, H4. 89, N4. 53 
W\$L4M.-- C69. 61, H4. 891, N4. 58 
£;&#I43 4-fl--7- (4' -$L&%Lm$L&& 1 ¥^&) 
( 252 ) 

& -T y*p-M,&$. T i£>ft#p--tJ-£. ^WlZj m&ftJ$L&, #fl^?252 
H-NMR 300MHz (DMSO) : 2. 404 (s, 3H, 4-CHa) , 4. 899 (s, 2H, 7-0CH 2 ) , 

6. 235 (s, 1H, 3-H) , 7. 036 (s, 1H8-H) , 7. 073 (d, 1H, 6-H) , 

7. 713 (d, 1H, 5-H), 7. 739-7. 924 (q, 4H, Ar-H) , 10. 491 (s, 1H, CONH) 
ic#^#: C 19 H 15 N0 6 • 1/4H 2 0 

ifg-iM.: C63. 77, H4. 37, N3. 92 
m$L4M.' C63. 76, H4.28, N4. 24 

^#■144 4-T-S--7-C4' -&g-%Lm%L&3tT?M) 

(249) 

#4&£^#Hfc^#255##]^}&, tt^#249##]-&-, 
£- -f Mv>-£ l &%i&ft&v>-M t &$. f&t* mmrtiLgL, #4fc^#249 
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H-NMR 300MHz (DMSO) : 2. 084 (s, 3H, 4-CH 3 ) , 4. 781 (s, 2H, 7-0CH 2 ) , 

6. 230 (s, 1H, 3-H) , 6. 705-7. 390 (q, 4H, Ar-H) , 7. 014 (s, 1H, 8-H) , 

7. 060 (d, 1H, 6-H) , 7. 723 (d, 1H, 5-H) , 9. 905 (s, 1H, CONH) 
Jtik^^V- C 18 H 15 N0 5 

if #46.: C66.45, H4. 65, N4. 31 
m$L&.: C66. 14, H4. 62, N4. 32 

%%L#H5 4-^^-7-(3' -#Ut-4' -jfeJMMMUk*TlUt.) 
-&3-ik ( 261 ) 

#-#^:fe#Mfc^255##]^F&-, lfc.^261##]£-, 
£ -f « *<ft*p-#JU£ T St & m$MfjeL&, ##.^#261 

H-NMR 300MHz (DMSO) : 2. 495 (s, 3H, 4-CH3) , 4. 8 18 (s, 2H, 7-OCH 2 ) , 
6. 233 (s, 1H, 3-H) , 6. 940 (d, 1H, 6-H) , 7. 052 (s, 1H, 8-H) , 

7.077(d,lH,5' -H), 7. 705 (d, 1H, 6' -H), 7. 739 (d, 1H, 5-H) , 

8. 138 (s, 1H,2' -H) 
Tt^ltft: C 19 H 15 N0 7 

i+^Mi.: C61.79, H4. 09, N3. 79 

m^OM.: C61.49, H3. 96, N3. 86 

%%L#H6 4-^^-7- ( 3' - 3- ^^&$L&&- 

% (257) 

& -f « 3--= i, *p J-^^^^p-.a*^ T & ^ m&4fJ$LM , 
257 

H-NMR 300MHz (DMSO) : 2. 389 (s, 3H, 4-CH3) , 4. 872 (s, 2H, 7-OCHz) , 

6. 220 (s, 1H, 3-H), 7. 027-7. 075 (m, 2H, 6, 8-H) , 7. 429 (d, 1H, 6' -H), 

7. 567 (t, 1H, 5' -H), 7. 719 (d, 1H, 5-H) , 7. 857 (d, 1H, 4' -H), 

8. 096 (s, 1H, 2' -H) , 10. 446 (s, 1H, CONH) 
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xJl;$t%r- G9H14F3NO4 

if#4£: C60.48, H3. 74, N3. 71 

m&iM.: C60. 17, H3. 45, N3. 79 

^^47 4-f|.-7-(3' -^-|L^J.-4' -^HM^WUfe-iflL 
£.) -^JS-ift (258) 

te3£^Wfc^255##]4Mr&, 4fc^258##]£-, 
£ -f isi 3-iL i. T*--4-4r*4f.A^*P-A*-*. »St#iU5L, # 
4fc^#258 

H-NMR 300MHz (DMSO) : 2. 409 (s, 3H, 4-CH3) , 4. 955 (s, 2H, 7-0CH 2 ) , 

6. 243 (s, 1H, 3-H) , 7. 061 (s, 1H, 8-H) , 7. 086 (d, 1H, 6-H) , 

7. 734 (d, 1H,5' -H), 8. 127 (d, 1H, 6' -H), 8. 215 (d, 1H, 5-H) , 

8. 331 (s, 1H, 2' -H), 10. 945 (s, 1H, CONH) 
7t^^^: C I9 H 13 F3N 2 0 6 • 1/2H 2 0 

i>i%-&: C52.91, H3. 27, N6. 50 
SPJJUS.: C53. 19, H3. 05, N6. 76 

£;&*J48 4,8-^-T J--7- (3' -^ILV&^NiUkfcV ) 
( 262 ) 

#.|££;&#'Mfc^255tf#l^&, #,^#262##J£-, 
£ -f « 3- =- a T-S^#>4- V&.-7-$£g.SL y^&.-8-¥&&3--$:& 
jf£L&, #4fc^#262 

H-NMR 300MHz (DMSO) : 2. 291 (s, 3H, 8-CH3) , 2. 392 (s, 3H, 4-CH3) , 
4. 934 (s, 2H, 7-0CH 2 ) , 6. 237 (s, 1H, 3-H) , 7. 002 (d, 1H, 6-H) , 
7. 440 (d, 1H, 6' -H), 7. 564(d, 1H, 5' -H), 7. 603 (d, 1H, 5-H) , 
7. 816 (d, 1H, 4' -H) , 8. 103 (s, 1H, 2' -H) , 10. 503 (s, 1H, CONH) 
X.^t^#: C 2 oH 16 F 3 N04 
if^fi.: C61.38, H4. 12, N3. 58 
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C61. 16, H4. 03, N3. 67 

4, 8-~ ^-7- (3' -^J--4' £-%LJ&m. *f |L 
J-)#-Mt(264) 

^ -f VX ifcM- *f S-7-^.l-^. T &^-8- T -S-^ -3-*i£# 

J$L&, #4fc^#264 

H-NMR 300MHz (DMSO) : 2. 270 (s, 3H, 8-CH3) , 2. 371 (s, 3H, 4-CH3) , 
4. 931 (s, 2H, 7-0CH 2 ) , 6. 215 (s, 1H, 3-H) , 6. 958 (d, 1H, 6-H) , 
7.087(d, 1H,6' -H), 7. 337 (s, 1H, 2' -H), 7. 546 (d, 1H, 5' -H), 
7. 717 (d, 1H, 5-H) , 10. 455 (s, 1H, CONH) 
it-t^*f: C 20 H 17 N0 7 
if ^11: C62. 66, H4. 47, N3. 65 
C62.43, H4. 43, N3. 88 

&**|50 6- (4' -■&WUMMm&)#jL*(265) 

#6-m&^-S-^-95mg(0. 5mmol)^i*L^^210mg(lmmol), £50 
ml V*W*1'M*. ^p>^83mg(0.5mol) &Z*m 

lOOmg ;*4fr(265). 

H-NMR 300MHz (DMSO) : 1. 31 (t, 3H, Ig^-CHa) , 4. 28 (q, 2H, SH--CH 2 ) , 

6. 59 (d, 1H, 3-H) , 7. 55 (d, 1H, 8-H) , 7. 92 (d, 2H, Ar' -H), 

7. 96 (d, 2H, Ar' -H), 8. 16 (m, 2H, 4, 7-H) , 8. 34 (d, 1H, 5-H) , 
10. 68 (s, 1H, CONH) 

TtikfrtiT- C 19 H 15 N0 5 • 1/2H 2 0 
itlMt: C65.80, H4.65, N4. 04 
mfttiL: C66.07, H4. 59, N4. 06 
4fc^266£M^$2HN-&-. 
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$k%L&\ 1 #>fc^#*tTGF- P #-f-^^-^^-t>*:^lfeJtJiL^ 

#-#^37X:, 5%C0 2 , MEM^-#-^(^10%JiS^Ji.^-). 

pmol/L^ TGF-P lZL±TZ4bfr%>tf)m ^#24<Mlt. 

0. 5mol/L NaOH^j^^^^lfe, *fr [ 3 H] ^ 

^3) 

^faWtG-Mlgi)^ (10 M g/ml) 26 92 73 7 2 

*$fc&&?jL$Liaf&)%3k#i¥fM-G'fr^(%) 70.7 95.0 15.1 67.1 27.1 



2 ;ML>31 #4t,^*tTGF- P 1 & te^M 
#Balb/c3T3 243Lfa, &fc&fi-%37X:, 5%C0 2 , DMEM 

#2Mk (^10%/J£^jfe.7fr ). J##2-4^, £Mi&#5£ii&^Bt, # 
&fc$L&:&i&&m.>f%L ( 50mmol/L HEPES t^^NaCl, KC1, MgS0 4 
3»CaCl 2 ) , >^v50 pmol/L [ 125 I]TGF- P 1 ^tiL^^r, Isjltf;^^ 
^3##210-240^J&, #*3£4M&., flaM****^* 
H*&&3MwJ!&. 3*];U0nmol/L TGF-p &rJ&^J§f 
^Triton X-100 ^>£t, $'1£.;5UM£. (*MUMl4) 
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fmn a/ml ^ 


*ttiftm- 1C50 


%&mt&& ao n 

g/ml) 


(%) 


ICfiO 

( n g/ml) 


1 


32.2 


42 


4.1 




2 


74.1 13.8 


49 


15.5 




3 


11.7 


55 


52.3 




6 


-6.0 


66 


52.3 




7 


94. 2 7. 8 


67 


16.2 




9 


11.4 


73 


60.0 




12 


5.1 


79 


16.2 




14 


35. 9 


83 


21.2 




21 


10. 1 


87 


91.1 




22 


37.4 


88 


111.2 


5.3 


25 


11.6 


91 


34.7 




26 


95. 4 8. 5 


92 


106.4 




27 


77.2 


93 


29.7 




31 


29.2 


96 


82.3 




33 


32.1 


104 


42.8 




34 


36.4 


206 


-0.7 




37 


41.4 









$<-^^:200g Wistaria, Sim. V3LM& & *t^-#i 

35mg/kg, %M-^, 3-&mfe£'W, J tof&r&W±T%LW%%> jtjfe, 

i§UjL^jL#^-d&^f$. ^jl30XH, *fc4M-*au «3£xmia» 
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Benazepril (4mg/kg)^ Losartan (lOmg/kg) fH4M"J&$$&-* ±iK 
M ( ***I149) 7. 5mg/kg. 15mg/kg#» 30m/kg J=.^M1l£B.. 

mn&®> ^6^, #*a|-f-*j&i6«. 

-j-^s^ u&mn\ &jsi2n (m-mmx 

ft, < %-'b&m*>&m-J$Lfr*l3Li0L (0-IV) , OiMrfr'MU&'ffc'fr*. 

^^*^.4^^jfa-7S-BUNfh^lll.21%(p<0.01) , 
86. 13%(p<0.01) , TGF-P l^^Jf i^70. 48%(p<0, 02) , ;M^^*fc 

^*fc-3-12$ (^8$) ^3££*;ML8fl, £*fc#I149te^ 
30mg/kg#JtM^Losartan M^'lHfcWO WlVX X^>b$-$ i^3BJL, 
#-&^Ji-#, (p<0.05), fr'h#^Jt**^9l ite-f 
Benazepril#J.^^^^il'^.^^&^:vS^b^./ E 4:, 'hf- ^fc/^^ifc 

^^^^16^ (^12$) &&ig%L&ty, (149) 
30mg/kg^J*lE, III%L&g.+$LW&'JrT&&48L (p<0.01), FH*±f5 
Losartan *J-J»t& (p<0. 05) . fa Benazepril £3.'b$L&£. 
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A. 


8 ^ 12 ^ ) jfe-^JUlgf (Scr. ) 1 


SJMrSUBUN) SL4fc 




(mg/kg) 


Scr. (mg/dL) 


£to4K%) 


BUN (mg/dL) 


5£«,#.(%) 


«m 

Benazepril 
Losartan 
4fc^l49 
149 
149 


4 

10 

7.5 

15 

30 


2. 08 ±0. 742 

3. 06 ±0. 768 
3. 54 ±1. 140 
2. 34*0. 268* 
2. 14.±0. 500* 
1.80±0. 550* 
1.89±0. 184 


47. 93 t 
15. 36 t 
23. 46 I 
30. 26 i 
41.34* 
38. 20 * 


13. 00 ±2. 328 

29. 37 ±3. 079" 
37. 66 ±3. 895 

25. 64 ±5. 116 
22. 35 ±3. 120* 

26. 04 ±4. 234 

30. 54 ±11. 697 


125. 90 t 
28. 23 t 
12.70 4 
23. 89 i 
11.33* 
3.98t 



*: 



P<0.05, i§*l^aMlJfc*t; 



#: p<o.05, %*tm&.tett>$L; t 



B. 8 M(&& 12 ^)j&->fTGF-P 1. jfa-f- ffiMMI (AH)^^- 
6 (UP) 



#J* TGF- P* i (ng/ml) 

(mg/ 



AH (pg/ral) 
(%) 



UP(mg/day) 







20. 1 ^6. 2 




154. 5 ±22. 7 


12.7 


18. 3 ±2. 5 












94. 5 ±7. 48 


73. 4 t 


40. 7 ± 


122.5 






46. 3 ±14. 74 


130. 5 t 


14.2" 


t 


Benazepril 


4 


40. 9 ±26. 6 


11.72* 


74. 3 ±13. 2* 


21.4 1 


51. 1 ±23. 6 


25. 8 t 


Losartan 


10 


18.7^9. 2 


59. 6 1 


96. 7 ±32. 1 


2. 2 t 


32. 7 ±10. 3 


19.61 


4fc-£^149 


7. 5 


20.0^6. 7. 


56.8* 


63. 9 ±13. 2* 


32.41 


30. 1 ±16. 6 


26.01 


4fc<£-4& 149 


15 


18. 6 ±12. 2 


59.9* 


49. 9 ±21. 3* 


47.2 1 


30. 4 ±16. 2 


25.31 


149 


30 


18. 9 ±10. 1 


59.21 


41.0 ±12. 5* 


56.61 


34. 3 ±12. 1 


15. 7 1 



*: P<0. 05, Ji4gMi8.faikigL; #: 



P<0.05, -J§xj-jRiMBJfc4it; 
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C gtgj 12 M 16 m) J^fk J^^f (Scr. ) jSJMML (BUN) 





mm 

(mg/kg) 


Scr.(mg/dL) 


BUN(mg/dL) 






2.25 ±0.39 




21.24 ±3.354 








2.71 + 0.49* 


20.7 t 


38.93 ±8.755" 


83.32 t 


Benazepril 


4 


2.28 ±0.70 


19.01 \ 


39.48 ±7.109 


1.41 t 


Losartan 


10 


2.21 ±0.48* 


22.73 \ 


37.84 ±5.672 


2.80 \ 




7.5 


2.73 ±0.78 


0.75 t 


39.42 ±4.686 


1.25 t 


ik&ya 149 


15 


2.63 ±0.38 


2.87 \ 


37.32 ±5.467 


4.14 \ 


ik^y>) 149 


30 


2.10 ±0.71* 


28.82 1 


36.60 ±5.422 


5.99 1 



*: P<0.05, i§«^aMBJfc£L; #: P<0. 05, -5s«!MB*M£; t: 



D. 12^(^J& 16^)jk>fTGF-P 1, iif »fn (AK)AM 

6 (UP) £4fc 



JpJM TGF- P ,(ng/ml) All(pg/ml) UP(mg/day) 
(mg/kg) ggW(%) 3£ft»(%) 







18.2 ±8.9 




30.0 ±37.6 




16.5 ±17.3 








12.8 ±7.9 




61.7±24.3 


105.7 t 


54.2 ±26.1* 


228.5 t 


Benazepril 


4 


12.8±14.8 


0.57 t 


47.8 ±12.0 


22.6 \ 


66.3 ±31.9 


22.3 t 


Losartan 


10 


11.8±12.6 


7.48 \ 


38.9±17.4* 


37.2 1 


39.3 ±14.2 


18.4 \ 




7.5 


13.6 ±7.1 


6.28 t 


48.3 ±48.5 


21.6 \ 


66.7 ±38.8 


23.1 t 


VC&%Q 149 


15 


12.3 ±7.7 


3.91 \ 


41.3 ±28.4 


33.0 J 


52.3 ±34.4 


0.06 \ 


tt;-^ 149 


30 


11.6±6.7 


9.38 \ 


19.2±9.19* 


68.6 \ 


48.2±31.6 


11.1 \ 



*: P<0.05, J%&§£i8.fyl&&.; #: P<0. 05, -%xr«AMsrts4t; ■ t : 
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E. &m2k& 





i mm 




I M 




ins 






_r.il. -rf.tf / J~t 


10.0±17.3 


38.7±21.2 


31.5±17.3 


13.6±18.3 


1.8*3.3 


4.9±1.5 




Benazepril 


12.2±19.0 


29.6±23.9 


28.1±18.1 


19.6±24.4 


5.9±11.2 


5.5±2.6 




Losartan 


54.4±29.2** 


31.9±20.0 


13.7±14.0 


1.1±3.3 


0 


2.8±1.<T 




7.5mg/kgffl 


28.3±20.8 


34.2±23.0 


7.5±8.8* 


17.5±30.7 


6.7±13.4 


4.9±3.5 




15mg/kg*fi 


37.5±293** 


27.5±16.3 


18.8±9.9 


13.3±20.7 


2.9±8.2 


3.9±1.7* 




30mg/kg£& 


15.7±19.0 


24.0±21.1 


30.0±20.8 


23.3±28.5 


8.0±13.0 


5.7=fc2.9 


12 M 


1 Ma 


0 


3.3±6.4 


29.0db23.4 


50.5±18.7 


17.6±14.1 


8.5±1.3 




Benazepril 


0 


0 


19.1±27.1 


46.2±15.6 


34.8±29.9 


9.8±1.4 




Losartan 


0 


10.0±2.9 


45.7±17.7 


41.9±25.6 


2.8±4.8 


7.2±1.3* 




7.5mg/kgSL 


0 


2.0±4.5 


713±11.5** 


26.7±7.8** 


0 


6.7±0.2** 




15mg/kglfi 


0 


8.1±14.1 


38.1±27.4 


46.2±26.1 


9.1±12.6 


7.7±1.7 




30mg/kggL 


0 


2.3±6.3 


37.1±16.0 


51.4±8.6 


13.8±20.6 


8.6±1.9 



*: P<0. 05, J%t_%m&faX>%L 



MJt&%.&ty, (149) £4fc## t » 

Benazepril, ifij M LosartanjffJ M ( ). *fc*h ^J££ML&^^-& 



JMM£Wistaric&> 180-230g, /jOm##&*t^-#j35mg/kg, 

» A -f- * to * ^ ^ *t * M * Benazepril (4jng/kg) 
Losartan (lOmg/kg) ±t£_% ( ^^il49) 5mg/kg, 

10mg/kgjfp 20m/kg iL^JJrlR. ^^-^2^^^ f #B 
— *L. #$6<*L, #^I$jMU£2$. -^-^14*. ( *M$>£1651) 
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( BUN) 3#;fa78. 70%(p<0. 01) , JULgf ( Scr. ) 3f^20. 73%(p<0. 05) , 





MM 
(mg/kg) 


Scr.(mg/dL) 
(%) 




BUN(mg/dL) I 








1.45 ±0.44 




16.23 ±2.70 




mmm. 




2.20±0.14 # 


51.58 t 


27.54 ±3.32* 


69.73 t 


Benazepril 


4 


1.92 ±0.29 


12.50 1 


20.99 ±1.58* 


23.78 I 


Losartan 


10 


2.15 ±0.51 


2.31 I 


23.88 ±2.94 


13.30 \ 




7.5 


1.58 ±0.49* 


28.24 J 


23.71 ±4.17 


13.92 \ 


149 


15 


1.61 ±0.36* 


26.50 J 


20.76 ±1.56* 


24.61 \ 


fa&W 149 


30 


1.60±0.14* 


27.27 1 


20.77 ±2.04* 


24.58 \ 



*: P<0.05, %m&&te*>%L\ #: P<0. 05, J§*i-JRIM9*b&; t: 



-MWfrt. ±iK4b&%H49£.&3$ t, *Wf-Losartan, 
.fijJ? Benazepril;^ ( eMf). 4a*&K$MMI"/3fr* ft, Benazepril^. 

J&frjfcin Losartanfe|SJJir^'li*wJlfcat«^^f^Jt± 
;^<gj, if ^Benazepril, Losartan^H § . 

'ML ^«4t,^«r (149) 5g/kg^l0g/kg^>h#J*, « 
*&#ijr, ^J&48*Bt#^$, ^5g/kg, 10g/kg'ML^^^^4b, 
^f§^14;*L, 5g/kg^^ML-f-^#.*3t^7g; 10gAgtt*JMW**» 
5g, ^^ML^f", ^A^^^L-rr. 
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£jflfe4Mfc*l$^&#3fc#n&1|TA97, TA98, TA100, TA102 
Mfa. I54&2ML&0. 5, 5, 50, 500, 5000ng/Jia.. S9&3£&lt 
:&#-f-##-*200g# *L&#f 3f 4t$t*M*-£L^. ±i£4t&%J (149) ^ 

#.J» Ames (1983) #-*r # X, ^ ^. y> H & ^ "if H ^ ^ «MWJ& ^ 

(149)^#^#^r4fc^#>Rit^t,^^^. 
#A*«J. ^^^^^^M^^fJ^^&t. 37r« 
3##-15'MH\ JpL_Li£®>&0. lml, ^p>V^ ft %LJ$L&J ±T$,Pi mOO P 1# 
;fcXS9>1L^iM#^^H*>&0. 5ml, 37X:^K>S-ii-#20^. m&fa^ 
T&M&ffi2mli&%W^4$%J&M&ffi#l-¥-snL*, 37t:igh^48'hBtJ&, 

*T ±iZ4t&%i (149) xt-^H &&$L3tM ^ 
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(I) 



R3& Hi H, 5' - ( *L&m^-'iL&.-2' ), 5' - 

CON H / A C Hi 

(1fc3t&.-4- «Il£.-2' ), c^S', C0NHR 9 , 

^tRe^iCa-CBJKJBrifc, ^TSUUk, JHWSUUk ;MMU 

CF 3 , %L&, Sg.g-, 0CH 2 C0 2 H, N0 2 , A*, SOsH, SOaNHRn, 
^tRn^^H,^-*., 2" 3" -(5" -TJ-^^^-S-). 

2" -^"StS-, 2" -(4" ,6" -rup^^tS-), 4" -<5" ,6" 

R4&IIH, CONHRxo, Ru.i&ilGr-CajJIfJim, ^TSt^S-, 

OH, C-CefctfLJ-, CF 3 , Hi-, it*, 0CH 2 C0 2 H, N0 2 , gift, 
SO3H, S0 2 NHR 12 , *tRi2^«H-&, 2" 3" -(5" 
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m 
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m*&&) , 2" 2" -(4" ,6" -~¥&"%*$L&) . 

4" -(5" ,6" -—TIL*.***); 
Rs&tjH, C-C 4 #*tS-; 

Rs&tlH, C,-C 12 tt*tg., N0 2 , CONHR 13 , #tRi 3 :&iJ#- 

R 7 i£tjH, OH, C— OCH 2 CONHR 14 , 

*tRw**JMk JUMt**, *.JF.httJM*JtTi8l* OH, 

0CH 3 , CF 3 , C0 2 H, C0 2 C 2 H 8 , N0 2 ; 

Rs^tlH, N0 2 ; 

Rsit^H, COOH, C0 2 C 2 H 5 , 5' - ( ££JB-=-<&&-2' ), 5' -Ott^l- 



o-, m-, p-^g^jL, o- m-, p-^*pM-> o-, m- p-^T^ii 1 
^, 3' -3Mm&, 4' m-CF 3 -^, 

3' -€F 3 -4' -N0 2 -^:*., 2' -C00H-4' -I %L&-, ##jift-iL&, 

Sb-HS-, 3' -aUksfc^lUMMS., 4-JL-Jtsb^J., 4-^it^, 

4-(2' -!&*MU&Sfc) 4' -(5' -^-^^-a' -JL^St)^ 

^, 4-?%*%.&*$J&%L&, 4-(4" ,6" V*.* 1 **.**)**-. 
4' -(5" ,6" -^Tll*- 1 **)*****-; 

R4&IIH, C0NHR 10 , R 10 ^H, 4-COOH-^J-, 4-00202115-;^-, 3-CF 3 --£ 
*; 

R 6 &tlH, CH 3 ; 

Re&^H, C 2 H 5 , n-CeHu, N0 2 , NH 2 , 01, Br, CONHR l3 , #tRi 3 
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R 7 j&tjH, OH, CH3, OCH3, 0CH 2 C0NHR 14 ,, £-tRi4#;M-, o-, 
m- o- m- p-^&^J-, 4' -Za^m.^^, 3' - 

GjUUk**. 3' -JE-aT-S-^-S-, 3' --S-^T-S-, 4' n- 
^,4' -VH.*Jt, 4' -jjc^StS-, 3' 
Rsi^llH, CH 3 , OCH3, N0 2 ; 

3. *M£;fr#JJ^ 1 J3frJ£#4fc^4fr, #4HMt-f , ( la) 



ONHR 



la 

£t> R4> Rs, Re. R 7 . Re^XI^^JM^l^il*), 

, . NHCO — \ % NHCO f \ 

R=(CH) 3 C00H, \=/ , \=/ , 

4. #Mfc*Uf«J:3Mi 1 ^Sfe*4«i^4fr, £##Mkf-> :fo*if ( lb ) #r 




lb 

*tR4. R 5 . Re. R 7 , Rs^^LXIsi^'J^i^lsj; 
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R' 2 i£tl H, OH, C00H; 

R' 3 i£ij H, OH, COOH, CF 3 , 0CH 2 C00H; 



R' 4 & tl H, OH, COOH, COOEt, I, N0 2 , OCH3, S0 3 H, 
SOm, SONH(C=NH)NH 2 , «- s ™«0 , — • ^H^C 



CH jO O CHj 

R' s> R' 6 3ty H a 



5. *L*I*jjt2 ati£tt4fc^4&, ##*£^f-^t^.W«i^4fr, 

R 3 =p-C00H-^^M.-^, R4=R 6 =R6=R8=H, R 7 =OCH 3 ; 
R 3 =m-C00H-^&rmJ~, R4=R6=R6=R8=H, R 7 =0CH 3 ; 
R 3 =o-C00H-^Jfe|^J., R4=R 5 =R 6 =R8=H, R 7 =OCH 3 ; 
R 3 =o-0H-#l^mS, R 1 =R 5 =R 6 =R S =H, R 7 =0CH 3 ; 

R 3 =m-OH-^J£J§^, R4=R 6 =R 6 =R8=H, R 7 =0CH 3 ; 

R3=p-0H-^^mL, R 4 =R 6 =R 6 =R8=H, R 7 =OCH 3 ; 

R 3 =m-OH-p-C00H-^J^^.J., R4=R B = R 6 =R 8 =H, , R 7 =OCH 3 ; 
R 3 =m- COOH -p-OH R 4 =R 5 = R 6 =Rr=H, , R 7 =0CH 3 ; 

Ra=o-C00H— p-I-^tt, R 4 =R 5 =R 5 =R 8 =H, R 7 =0CH 3 ; 
R 3 =4- C*#U8t&3MiNgt&, R 4 =R 5 =R6=R S =H, R 7 =0CH 3 ; 
R 3 =m- CF 3 -^^m&, R4=R 5 = R 9 =R 8 =H, , R 7 =0CH 3 ; 
R 3 =m- CF 3 -4-N0 2 -^J&mJ-, R4=Rs= R 6 =R8=H, , R 7 =0CH 3 ; 
R3=4-^^ 8t&:£JiSr^g., R4=R6= Re=Rs=H, , R 7 =0CH 3 ; 
R 3 =4-MJ$&&%imm.&, R4=R 5 = Rs=Rs=H, , R,=0CHa ; 
R 3 =4-(2' -**)Jfe#ttJl4MN§Uk R4=R 5 =Rs=R 8 =H, , R 7 =0CH 3 ; 
R 3 =4-(2' -^^Mitl-^MI-, R4=R 5 =R6=R 8 =H, , R 7 =0CH 3 ; 
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R 3 =4- (4' ,6' -~*p^«5t-2' R4=Rs= R6=R 8 =H, 

R 7 =0CH 3 ; 

Rr=4-(5' ,6' -~*P#.£j?£?fe-4' )^#@bi^J^^.L, R4=R5= 
R 6 =R 8 =H, R 7 =0CH 3 ; 

Rs=4-(5' -CH 3 -4fng*£-3' ) Jfe^@fcl-^^m^-.,R4=R5=R6= Rs=H, 
R 7 =0CH 3 ; 

R 3 =p-0CH 3 -^^M&, R 4 =R 6 =R 6 =R 8 =H, R 7 =0CH 3 ; 
R3=p-#£L£-3fcJfe3Lg-, R4=R 5 =R6=R8=H, R 7 =0CH 3 ; 
R3= p-COOH-^J&mJ-, R4=R 5 =R 8 =H, R6=C 2 H 6 , R 7 =0CH 3 ; 
R 3 =m -COOH-^LJg-m^, R4=R 5 =R 8 =H, R 6 =C 2 H 5 , R 7 =0CH 3 ; 
R 3 =o-C00H-^^^J., R 4 =R 5 =R 8 =H, R 6 =C 2 H5, R 7 =0CH 3 ; 
R 3 =p-OH-^^^^, R4=R 5 =R 8 =H, R6=C 2 Hs, R 7 =0CH 3 ; 
R 3 =m-0H-p-C0 2 H^^^.l-, R^Rs =R 8 =H, R 6 =C 2 Hb, R 7 =0CH 3 ; 
R 3 =m-CO 2 H-p-0H-^^^.L, R4=R 5 =R 8 =H, R 6 =C 2 H 6 , R 7 =0CH 3 ; 
R 3 =4-6tti^«ftl., R 4 =R 5 = Rs=H, R 6 = C 2 H 5 , R 7 =0CH 3 ; 
R 3 =m-CF 3 -^^a^., R 4 =R 5 =R 8 =H, Re^Hs, R 7 =0CH 3 ; 
R 3 =m-CF 3 -4-N0 2 -^JS-^.i, R 4 =R B =Rs=H, R5=C 2 H 5 , R 7 =0CH 3 ; 
Rz=4-J&*$m&.$Lm$$L£; R4=Rg=R 8 =H, Re= C 2 H 5 , R 7 =0CH 3 ; 
R3=4-JM^^3Wlit&, R4=R 5 = R 8 =H, R 6 = C 2 H6, R 7 =0CH3 ; 
R 3 =4- (2' -^.^) m*k®L &-%LJ&%L&, R 4 =R S =R 8 =H, R6=C 2 H S , R^OCIfc ; 
R3=4- (2-«$*ZL) R£*$m>Jk^J&WL&-, R<=R 5 =R 8 =H, Rs=C 2 H 5 , R 7 =0CH 3 ; 
R 3 =4-(4' ,6' -~¥&*%*£-2' ) J&*$®L^^J&$L&, R4=R5=Rs=H, Rs= 
C2H5, R 7 = 0CH3 ; 

R 3 =4-(5' ,6' --^T^^^-4' R 4 =R 5 =R 8 =H, 
Re = C2H5, R7 = 0CH3 ; 
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R 3 =(5' -CH 3 -#Hg«fe.-3' ) -4-m*$&,^3LJ&m&-, R4=R 6 =R 8 -H, 
R 7 =0CH 3 ; 

R3=p-0CH 3 -^i&m-, R4=R 5 = Ra=H, Re= C 2 H 5 , R 7 =OCH 3 ; 

Rz=p-1$&&-3£J&$L&, R4=R 5 = Rs=H, OA, R 7 =OCH 3 ; 

R 3 = p-COOH-^^^.^, R 4 =R 5 =R 6 =H, R 7 =OCH 3 , R«=CH 3 ; 

Ra= m-COOn-%LJ&%L&, R4=R 5 =R 6 =H, R 7 =OCH 3 , Rs=CH 3 ; 

Rr= o-COOH-;£j|5rJ§LS-, R4=R 5 =R 6 =H, R 7 =OCH3 .Rs=CH 3 ; 

R 3 = m-OH-p-COOH-^Jfemi-, R4=R 5 =R6=H, R 7 =OCH 3 , R 8 =CH 3 ; 

R 3 = m- COOH-p-OH-^^m*-, R4=R 5 =R 6 =H, R 7 =OCH 3 , R«=CH 3 ; 

R 3 = o-COOH-p-I-^J&m&, R4=R 5 =R6=H, R 7 =OCH 3 , R 8 =CH 3 ; 

R 3 = p-&#JUMMfr3US-, R 4 =R 5 =R 6 =H, R 7 =0CH3, R 8 =CH 3 ; 

R 3 = m-CF 3 -%-mWL&-, R4=R5=R6=H, R 7 =0CH 3 , Rs=CH 3 ; 

R 3 = m-CF 3 -4-N0 2 -^^m&, R 4 =R 5 =R6=H, R 7 =0CH 3 , R^CHa ; 

R 3 =4' -J&*$&&-%-mm.£-, R4=R6= R 6 =H, R 7 =0CH 3 , R 8 = CH 3 ; 

R 3 =4' -MJ$m&%LJ&&L&, R4=R5= R 6 =H, R 7 =OCH 3 , R,= CH 3 ; 

R 3 =4' -(2" J&*$&£.$Lmm.&,1U=Ks= Re=H, R 7 =OCH 3 , Rs= 

CH 3 ; 

R 3 =4' -(2" ^^St&^J&mi, R4=R 5 = R6=H, R^OCH^ R 8 =CH 3 ; 

R 3 =4' -(4" ,6" -—^^^^-2' )J&*$m,&-%LJ&$L&, R4=Rs=R 6 =H, 
R 7 =OCH 3 , R 8 = CH 3 ; 

R 3 =4' -(5" ,6" ) J&*k®>^%~m$L&, 

R4 = R5 = R6 = H, R7 = 0CH3, Rs = CH3 ; 

R 3 =(5' -CH 3 -#H)gwiL-3' )-4-t4fifel-f J&tl-,R4=R 5 = Rs=H, 
R 7 =OCH 3 , Ra= CH 3 ; 

R 3 =p-OCH 3 -^^|^.^, R4=R S =R6=H, R 7 =0CH 3 , R«= Cft; 
R 3 =p-#^^fett, R 4 =R5= R6=H, R 7 =OCH3 R,= CH 3 ; 
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R 3 = p-C00H-;£Ji£j£..&, R4=R B =R6=H, R 7 =R8=0CH 3 ; 

R 3 = m-OH-p-COOH-^JK-ml-, R4=R B =R 6 =H, R 7 =R 8 =0CH 3 ; 

R 3 = m- COOH-p-OH-^^mi-, R4=R 6 =R6=H, R 7 =R 8 =0CH 3 ; 

R 3 = p-^«L^tt, R 4 =R5=R S =H, R 7 =R3=0CH 3 ; 

R 3 = m-CF 3 -^J^m&, R 4 =R S =R6=H, R 7 =Rs=0CH 3 ; 

R 3 = m-CF 3 -p-N0 2 -^Jfe^.J-, R4=R 6 =R 6 =H, R 7 =R 8 =OCH 3 ; 

R 3 = m-$£&&T?^&%LJ&gL&, R4=R 6 =R 6 =H, R 7 =Rs=OCH 3 ; 

R 3 =4' -J&*$m>&-%LJ&$L&, R4=R5= R 6 =H, R 7 =Ra=OCH 3 ; 

R 3 =4' -B^z$mM±%L8S:Ml&, R4=R 5 = Re=H, R 7 =R 8 =0CH 3 ; 

R 3 = p-COOH-^J^^J-, R 4 =R6=R 8 =H, R 5 =CH 3 , R 7 = OCH,; 

R 3 = m-COOH-^J^H&, R4=Re=R 8 =H, Rs=CH 3 , R 7 = 0CH 3 ; 

R 3 = o-COOH-^^m&, R4=R6=R 8 -H, R 5 =CH3, R 7 = 0CH 3 ; 

R 3 = o-Ott-%Lmm.&, R4=R6=R 8 =H, R 5 =CH 3 , R 7 = OCH,; 

R 3 = m-OE-^mm.^, R4=Rs=R 8 =H, R E =CH 3 , R 7 = OCIU; 

R 3 = p-OE-%LJ&$L&, R4=R 6 =R 8 =H, R 5 =CH 3 , R 7 = OCH 3 ; 

R 3 = m-OH-p-COOH-^J^Ml-, R4=Re= R 8 =H, R 6 =CH 3 , R 7 = OCH 3 ; 

R 3 = m-COOH-p-OH-^l^li.^, R 4 =R 6 =R 8 =H, R 5 =CH3, R 7 = 0CH 3 ; 

R 3 = p-&ft$^*.JBNiUk, R 4 =R6=R8=H, R 6 =CH 3 , R^OCH,; 

R 3 = m-CF 3 -^^m^-, R4=Rs=R 8 =H, R 6 =CH3, R 7 =OCH 3 ; 

R 3 = m-CF 3 -p-N0 2 -^^^^, R 4 =R 6 =R 8 =H, R 6 =CH 3 , R 7 = OCH 3 ; 

R 3 =4' -J&s$WL^l£.J&$^& > R4=R6= R 8 =H, R 5 =CH 3 , R 7 =OCHa ; 

R 3 =4' -1&Ji$m&%~J&$Uk, R4=R6= R8=H, R B =CH 3 , R 7 = 0CH 3 ; 

1^=4' -(2" -^)^Sb^JfemS,R4=R6=Rs=H, R5=CH 3 , R.KJCIt; 

Rr=4' -(2" -^^)^®bJ-^J&^,R 4 =R 6 =R 8 =H, R^CH,, R^OCH,; 

R3=4' -(4" ,6" -~¥JM8f9fc-2' )j&*flb&£JR*l&, R 4 =R 6 =R 8 =H, 

R6=CH3, R 7 =OCH 3 ; 



-63- 



WO 2004/050^P> 



PCT/CN2003/001046 



Ra=4' -(5- ,6" --^t*.J-^^-4' R4=r 6 = 

Rs=H, 

R 5 =CH3, R 7 =0CH 3 ; 

R3=4' -(5" -CH 3 -jft£g*£-3' )4MNUMMMi£.,R4=R6= R 8 =H, 
R5 = CH3, R? = 0CH3 1 

R 3 =p-OCH 3 -^^m*-, R 4 =R S =R 8 =H, Rs=CH 3 , R 7 =0CH3, ; 

R 3 = p-C00H-;£J&#ig-, R 4 =R 5 =R 8 =H, R 6 =C1, R 7 = 0CH 3 ; 

R 3 = m-OH-p-COOH-^^^.^, R4=Rb= R 8 =H, R*=C1, R 7 = 0CH 3 ; 

R 3 = m-C00H-p-0H-:£Ji5r$ti-, R4=R6=R8=H, R 6 =C1, R 7 = 0CH 3 ; 

R 3 = p-&HJL&#.*£L&, R4=R5=R 8 =H, R 6 =C1, R 7 =0CH 3 ; 

R 3 = m-CF 3 -%Lm$L&, R4=R6=R8=H, R 6 =C1, R 7 =0CH 3 ; 

R^HMfrSb&^MNSUk-, R4=R6= R 8 =H, Re=Cl, R 7 =0CH 3 ; 

R 3 =4-J5^^SfcJ-^J^^.J-, R4=Rs= R 8 =H, Ra=Cl, R^OCR*; 

R 3 =4-(5' ,6' -^-^^L^^-4' ) mz$>&.&^J&%L&> R4=R 5 = 

R 8 =H, 

R6=C1, R 7 =0CH 3 ; 

R 3 = p-COOH-^JliLS-, R 4 =R 5 =R 8 =H, Rs=Br, R 7 = OCH3; 
R 3 = o-C00H-#lJ&|§LS-, R4=R S =R8=H, Rs=Br, R 7 = OCH,; 
R 3 = m-OH-p-COOH-^^^.^, R 4 =R 6 =R 8 =H, R=Br, R 7 = OCH 3 ; 
R 3 = o-COOH-p-I^^Hl^, R 4 =R6=R 8 =H, Re=Br, R 7 = 0CH 3 ; 
R 3 = R4=R 5 =R 8 =H, Rs=Br, R 7 =0CH 3 ; 

R 3 = m-CF 3 -%LJ&m.&-, R 4 =R 5 =R 8 =H, R 6 =Br, R 7 =001^; 
Rz=4-m*%m,&-%iJj3cm.&, R4=Rs= R 8 =H, Rs=Br, R 7 =0CH 3 ; 
R 3 =p-0CH 3 -^Jfe^.&, R4= R 5 =R«=H, R^Br, R 7 =0CH 3 , ; 
R 3 =p-C00H-3£j&^L;g-, R 4 =R 5 = R 8 =H, Rs=n-Hex, R 7 =0CH 3 ; 
R 3 =o-C00H-^#JLi-, R 4 =R 8 = R 8 =H, Rs=n-Hex, R 7 =0CH 3 ; 
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R 3 = m-OH-p-COOH-^J^mi-, R4=R 6 =Rs=H, R=Hex, R 7 = 0CH 3 ; 
R 3 =o-C00H-p-I-^^^&, R4=Rb= Rs=H, R 6 =n-Hex, R 7 =0CHs ; 
R 3 = p-£fUit£4MMi&., R 4 =R 6 =R 8 =H J R^Hex, R 7 =0CH 3 ; 
R 3 = m-CF 3 -#:^m., R 4 =R 5 =R8=H, R 6 =Hex, R 7 =001^; 
R 3 =4-J^^@t^^J^^L, R 4 =R 5 = Rs=H, Rs=Hex, R 7 =0CH 3 ; 
R 3 = p-0Ol 3 -%Lm$$L&-, R4=R6=Rs=H, R6=Hex, R 7 =0CH 3 ; 
R 3 =p-C00H-^J&H&, R 4 =R 5 =H, Ra=N0 2 , R 7 =R 8 =0CH 3 ; 
R 3 =m-C00H-^J^^.J-, R 4 =R 5 =H, R6=N0 2 , R 7 =R 8 =0CH 3 ; 
R 3 = p-0CH 3 -^J^m., R 4 =R 5 =H, R 6 =N0 2 , R 7 =R„ =0CH 3 ; 
R 3 = m-0K-%LJ&m.&-, R 4 =R 5 =H, R 6 =N0 2 , R 7 =R 8 = OCH,; 
R 3 = o-OH-^MNIUS., R 4 =R 5 =H, R 6 =N0 z , R 7 =R 8 = 0CH 3 ; 
R 3 = p-t^M^S^MMM-,. R 4 =R 5 =H, Re=N0 2 , R 7 =Rs=0CH 3 ; 
R 3 = m-0H-p-C00H-^ife^.S, R 4 =R 5 =H, R 6 =N0 2 , R 7 = Rs= 0CH 3 ; 
R 3 =m-COOH-p-OH:?:jBr$lS-, R,=R 5 =H, R 6 =N0 2 , R 7 =R 8 =0CH 3 ; 
R 3 =m-CF 3 -%Lm$L&, R4=R 6 =H, R 6 =N0 2 , R 7 =Rs=0CH 3 ; 
R 3 =m-CF 3 -p-N0 2 -^^m&, R4=R 5 =H, R 6 =N0 2 , R 7 =R 8 =0CH 3 ; 
R*=4-i&*$i&>&%-J&%L&, R4=R 5 = H, R 6 =N0 2 , R 7 = Rs=0CH 3 ; 

r 3 =4-jbl&*$&,ml%-i&$i&, r,=r 5 = h, r 6 =no 2> r 7 = Rs=och 3 ; 

R 3 =4-(2' m*$&.g-%Lmm.£.,R 4 =R 5 =K, R«=N0 2 , R 7 = R 8 =0CH 3 ; 

R 3 =4-(5' ,6' *P#UM*-4' )J&*$&&-&m$L&, R 4 =R 5 = H, 
R 6 =N0 2 , R 7 =R 8 =0CH 3 ; 

R 3 =4-(2' -&^)Jm*$®.&-%iJ&$L£-,R i =R s =K, R6=N0 2 , R 7 =R 8 =0CH 3 ; 
R 3 =p-C00H-;£j&J§ti-, R4=R 5 =H, R 6 =C 2 H 6 , R 7 =0H, R8=N0 2 ; 
R 3 =p-OCH 3 -^ifemS, R 4 =R 5 =H, R5=C 2 H5, R 7 =0H, R 8 =N0 2 ; 
R 3 =m-0H-;£J&llt&, R 4 =R S =H, R6=C 2 H 5 , R 7 =0H, R^NOz; 
R 3 =o-OH-^LJ^^.^, R,=R 5 =H, R 6 =C 2 H 5 , R 7 =OH, Rs=N0 2 ; 
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R 3 = v-Z*$£U&£fcm&, R 4 =R 6 =H, R6=C 2 H 6 , R 7 =0H, R 8 =N0 2 ; 
R 3 =m-OH-p-COOH-^J^m., R 4 =R 5 =H ) R^CA, R 7 =OH, R^NOa; 
R 3 =m-C00H-p-OH-^^^.l-, R4=R 5 =H, R6=C 2 H 5 , R 7 =OH, Rs=N0 2 ; 
R 3 =m-CF 3 -^^m&, R 4 =R 6 =H, R6=C 2 H S , R 7 =0H, R 8 =N0 2 ; 
R3=4-M®tl--fifetl., R4=R 5 =H, R6=C 2 H 6 , R 7 =0H, Rs=N0 2 ; 
R 3 =4-4M^SfcJ--^J^^.J-, R4=R5=H, R6=C 2 H 5> R 7 =0H, R 8 =N0 2 ; 

r 3 =4-(2- -&^)m*%&&-^mm.&, R4=R5=h, Rs=c 2 H5, r 7 =oh, 

R 8 =N0 2 ; 

R 3 =p-C00H-^J^-^J., R4=R S =H, Re=C 2 H 5 , R 7 =0CH 3 , R<r=N0 2 ; 
R 3 =p-OH-^J&^^, R4=R 6 =H, R 6 =C 2 H 5 , R 7 =OCH 3 , R 8 =N0 2 ; 
R 3 =p-OCH 3 -^ife|^S, R4=R 5 =H, Re=C 2 H 5 , R 7 =0CH 3 , R 8 =N0 2 ; 
R 3 = v-^$L&%iJ&m.&, R4=R 5 =H, R 6 =C 2 H 6 , R 7 =OH, R 8 =N0 2 ; 
R 3 =4-W*i$&.&.-%LJ&m.&, R4=R 5 =H, R6=C 2 H 6 , R 7 =OCH 3 , R^NOa; 
R 3 =p-C00H-^lM-m&, R4=R E =H, R 6 =N0 2 , R 7 =0H, RpCH,; 
R 3 =o-COOH-^J^H&, R4=R6=H, Re=N0 2 , R 7 =0H, R^CH,; 
R 3 =p-OH-#Ugr^.^-, R4=R 5 =H, R 6 =N0 2 , R 7 =OH, Rb=CH 3 ; 
R 3 =m-0H-^J&m&, R4=R 5 =H, R 6 =N0 2 , R 7 =OH, Rs=CH 3 ; 
R 3 =o-0E-%imm.£-, R4=R 5 =H, Re=N0 2 , R 7 =0H, R«=CH 3 ; 
R 3 =p-0CH 3 -^^m^, R4=R6=H, R 6 =N0 2 , R 7 =0H, R 8 =CH 3 ; 
R 3 = p-&fUBL&^Jft#UI., R4=R 8 =H, R 6 =N0 2 , R 7 =OH, R 8 =CH 3 ; 
R 3 =m-OH-p-C0OH-#lJ^^.J., R 4 =R 5 =H, Rs=N0 2 , R 7 =0H, R8=CH 3 ; 
R 3 =m-C00H-p-OH-#:j^m^, R4=R S =H, R 6 =N0 2 , R 7 =0H, R 8 =CH 3 
R 3 =m-CF 3 -%Lmm.&, R4=R B =H, Rs=N0 2 , R 7 =OH, R 8 =CH 3 
R 3 -m-CF 3 -p-N0 2 -^^m^, R4=Rs=H, R 6 =N0 2 , R 7 =0H, R 8 =CH 3 
R 3 =4-^#Sfc^--^l^a&, R 4 =R S =H, R 6 =N0 2 , R 7 =0H, R 8 =CH 3 ; 
.R3=4-JWs*^«b*.-^«rjlUS. f R4=R 5 =H, Re=N0 2 , R 7 =0H, R^CHa; 
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R 3 =4-(2' J&*$&&.-%Lm$$L&., R4=Rs=H, Re=N0 2 , R 7 =0H, 

R3=4-(5' ,6' VlUMf*.-^' ')JlMtak&4MMUE., R4=Rs= H, 
R 6 =N0 2 , R 7 =0H, R8=CH 3 ; 

R3=4-(2' -*'t)t^i,|.-«ti. J R4=R S =H, Rs=N0 2 , R 7 =0H, 
Rs^CHa ; 

R 3 =o-C00H-p-I-^Jfem-, R 4 =R 5 =H, R 6 =N0 2 , R 7 =0H, R 8 =CH 3 ; 
R^p-COOH-JmHtS-, R4=R 6 =H, Rb=N0 2 , R 7 =0CH 3 , RrOH,; 
R 3 -m-C00H-^Ji&m^, R 4 =R 6 =H, Re=N0 2 , R 7 =0CH 3 , R8=CH 3 ; 
R 3 =o-C00H-^J^^.S, R4=R 5 =H, R 6 =N0 2 , R 7 =0CH 3 , R8=CH3; 
R 3 =p-0H-^^m*-, R4=R 5 =H, R6=N0 2 , R 7 =0CH 3j R 8 =CH 3 ; 
R 3 =m-0K-^mm.&-, R4=R 5 =H, Ra=N0 2 , R 7 =0CH 3 , R8=CH 3 ; 
R 3 =o-0H-:£J&J§ii., R 4 =R 5 =H, R 6 =N0 2 , R 7 =0CH 3 , R 8 =CH 3 ; 
R 3 =p-OCH 3 -^JfeH*-, R 4 =R 5 =H, Rs=N0 2 , R 7 =0CH 3 , R 8 =CH 3 ; 
R 3 = p-^fUSUMMMUS-, R4=R 5 =H, Re=N0 2 , R 7 =0CH 3 , Rs=CH 3 ; 
R 3 =m-0H, p-C00K-%Lm$L&, R 4 =R 5 =H, R 6 =N0 2 , R 7 =0CH 3 , Rs=CH 3 ; 
R 3 =m-CF 3 -^J^^.l-, R 4 =R 5 =H, R^NOa, R 7 =0CH 3 , R8=CH3; 
R 3 =m-CF 3 -N0 2 -:£J&$14-, R 4 =R 5 =H, Rs=N0 2 , R 7 =0CH 3 , Rs=CH 3 ; 
R 3 =4-B*&*$m i g--%Lf&$L&., R 4 =R 5 =H, R^NO,, R 7 =0CH 3 , R8=CH 3 ; 
R 3 =4-J&^m>&--^)&3LJk > R 4 =R 5 =H > Rs=N0 2 , R 7 =0CH 3 , Rs=CH 3 ; 
Rr^-CS' ,6' -~¥*UM£*-4' )i£^SfcJj£JBN§t&, R 4 =R 5 =H, 
R 6 =N0 2 , R 7 =0CH 3 , R8=CH 3 ; 

R 3 =4-(2' -^^)J^^Sbl--^^mJ-, R 4 =R 5 =H, Re=N0 2 , R 7 =0CH3, 
R 8 =CH 3 ; 

R 3 =4-(2' -^«5t) ^^Sfc^-^tt, R 4 =R 5 =H, Rs=N0 2 , R 7 =0CH 3 , 
R 8 =CH 3 ; 
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R 3 =p-C00H-:£j&#tS., R4=R 5 =H, Rs= Rs=N0 2 , R 7 =0H; 
R 3 =p-0H-;£J&JiLS-, R4=R5=H, Re= Ra=N0 2 , R 7 =0H; 
R 3 =m-0a-^mm.^, R4=R 5 =H, Rs= R8=N0 2 , R 7 =0H; 

R 3 =o-m-^mm.^, R4=r s =h, r,=no 2 , r 7 =oh; 

R 3 =p-0CH 3 -#l^m&, R 4 =R 5 =H, R 6 = R 8 =N0 2 , R 7 =0H; 
R a =Zj£ t $L&%imm&, R4=R 6 =H, Rs= Rs=N0 2 , R 7 =0H; 
R 3 =CF 3 -^^m&, R 4 =R 6 =H, Re= Rs=N0 2 , R 7 =0H; 
Rz=4-m*$m>&%iJ&$Lg., R4=R 5 =H, Rs= R 8 =N0 2 , R 7 =0H; 
R 3 =4-WJ$&.&%Lmm.&, R4=Rs=H, Rs= R8=N0 2 , R 7 =0H; 
R3=4-( 2 ' R 4 =R 5 =H, R6=R3=N0 2 , R 7 =0H; 

R 3 =4-(5' ,6' -^-flLi'f^H' )/£^t&;i-^J&j§LS-, R4=R 5 =H, 
Re= Rs=N0 2 , R 7 =0H; 

R 3 =4-(2' -^)ife^Sfc^.^i&^*., R4=R 6 =H, R 6 =R 8 =N0 2 , R 7 =0H; 
R 3 =o-C00H-#LJfe^.&, R4=R 5 =H, R 6 = Re=N0 2 , R 7 =0H; 
R^p-OH-^J&jiLi-, R4=R 5 =H, R 6 = R 8 =N0 2 , R 7 =OCiU; 
R3= &%$L&3£%£$L&, R4=Re=H, Re= R 8 =N0 2 , R^OCft; 
R^p-OCHa-^JS-m*-, R4=R 6 =H, Re= R^NO,, R 7 =0CH 3 ; 
R 3 =p-0CH 3 -^J^^.^, R4=R 5 =H, Re=Cl, R 7 =0H, R,fN0 2 ; 
R 3 =4-Ji^^Sfcl-^JfeHJ-, R4=R 6 =H, Rs=Cl, R 7 =0H, Rs=N0 2 ; 
Ra^-OH-pCOOH-^J^^^, R4=H, Rs^Ifc, R 7 =0H, R 6 =C1, R 8 =N0 2 ; 
R 3 = p-COOH-^i&l^, R 4 =H, R 5 =CH 3 , R 7 =0H, R 6 =R 8 =N0 2 ; 
R 3 = m-CQ0H-%LJ&$L&, R4=H, R 6 =CH 3 , R 7 =0H, Rs=R 8 =N0 2 ; 
R 3 = o-C00E-^m.M-, R4=H, R 5 =CH3, R 7 =0H, Rs=R 8 =N0 2 ; 
R 3 = p-OCH 3 -^^m&, R 4 =H, R 6 =CH 3 , R 7 =0H, R 6 =R 8 =N0 2 ; 
Ra= p-Zj%<$L&.%LJ&$8L&., R^H, R 5 =CH 3 , R 7 =0H, R 6 =R 8 =N0 2 ; 
R 3 = p-J&*$&.&%iJ&$Lg-, R 4 =H, R 5 =CH 3 , R 7 =0H, R 6 =R 8 =N0 2 ; 
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R 3 = pHIWtSU£4Mfc£L&. R4=H, R5=CH3, R 7 =0H, Re=R8=N0 2 ; 

R 3 = 4-(2' -^^)t^ili^Jfet4, R4=H, R 6 =CH3, Rt=0H, 

R 6 =R 8 =N0 2 ; 

r 3 = 4-(2' m*kWL^%~fB:$8L&, R4=H, Rs=CH 3 , R 7 =0H, 

R 6 =R8=N0 2 ; 

r 3 = 4-(4' ,6' )J#ftMMfUMt£., R4=H, R S =CH 3 , 

R 7 =0H, R 6 =R 8 =N0 2 ; 

R 3 =C0NH (CH) 3COOH, R4=R 5 =R6=R8=H, R 7 =OCH 3 ; 
R 3 = CONHNHC0 ^0 , R 4 =R 5 =R6=R 8 =H, R 7 =0CH 3 ; 

CON H J C Hi 

R 3 = <^V^*, R4=R S =R5=R8=H, R=0CH 3 ; 

R 3 =' J ^ X 0, R 4 =Rb= R6=R8=H, R 7 =0CH 3 ; 
R 3 =C0NH(CH) 3 C00H, R4=R 5 = R^H, R 6 =C 2 H 5 , R 7 =0CH 3 ; 
R 3 = CON ™ KC °-0 , R4=R 5 = R 8 =H, Rs=C2Hs, R 7 =0CH 3 ; 

R 3 = J[ ^0, R4=R 5 = R 8 =H, R 6 =C 2 H 5 , R 7 =0CH 3 ; 
r _co N h^co-^3 j r 4 = r 6 =r 8 =H, Rs= CH 3 , R 7 =0CH 3 ; 

R 3 = J ^0, R,= Re=R 8 =H, R 5 = CH 3 , R 7 =0CH 3 ; 
R 3 =- J ^0, R4= R 6 =R 8 =H, R 8 = CH 3 , R 7 =0CH 3 ; 
R 3 = C0NHNHC °-^3, R4= R 6 =R 8 =H, Rs= CH 3) R 7 =0CH 3 ; 
R 3 = CONHNHCO -0 , R4= R 6 =R6=H, R 7 =0CH 3 , R 8 = Cft; 
R 3 = J ^0, R<= R 5 =R 6 =H, R 7 =0CH 3 , R 8 = CH 3 ; 
R 3 = J ^O f r 4 = R 5 =Re=H, R 7 =0CH 3 , Rs= CH 3 ; 
R 3 = C0NHMH00 -O, R4= R 5 =R 8 =H, , Re=Br ,R 7 =0CH 3 ; 

CON U I \ I Hi 

R 3 = oA^" 1 , R,= R 5 =R 8 =H, , R 6 =Br ,R 7 =0CH 3 ; 
R 3 = J[ ^0, R<= R 5 =Ra=H, , Re=Br ,R 7 =0CH 3 ; 
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Rr^^-O, R4= R 5 =R 8 =H, , Re=Hex ,R 7 =0CH 3 ; 
R 3 = J[ ^0, R,= R 6 =R8=H, , Re=Hex .RrOCH,; 

CON U / - V U fa 

R 3 = o^A^', R4= R 5 =R8=H, , R 6 =Hex ,R 7 =OCH 3 ; 
R 3 = 00NHNH00 -O, R 4 =R 5 =H, Re=N0 2 , R 7 =0H, R 8 =CH 3 ; 
R3= cokh»«x,-h(3 > r 4 =r 6 =H, Re=N0 2 , R 7 =0CH 3 , R^CHa; 
R 3 = C0NHNH00 -O , R4= R 5 = H, Re=N0 2 , R 7 =R 8 =OCH 3 ; 
R 3 = 00NHNHa, -O, R 4 = R 5 = H, R 6 =N0 2 , R 7 =R8=0CH 3 ; 
R 3 =C0 2 C 2 H 5 , R4=R 6 =H, R 6 =N0 2 , R 7 =R 8 =OCH 3 ; 
R 3 =C0 2 H, R 4 =R 5 =H, R 6 =N0 2) R 7 =R 8 =0CH 3 ; 
R 3 =C0 2 C 2 H 6 , R4=R 6 =H, R 6 =N0 2 , R 7 =0H, R3=CH 3 ; 
R 3 =C0 2 H, R4=R 5 =H, R 6 =N0 2 , R 7 =0H, Rs=CH 3 ; 
R 3 =C0 2 C 2 H6, R 4 =R 5 =H, R 6 =NH 2 , R 7 =0H, R8=CH 3 ; 
R 3 =C0 2 H, R4=R 5 =H, R 6 =N0 2 , R 7 =OCH 3 , R 8 =CH 3 ; 
R3=C0 2 C 2 Hb, R4=R s =H, R 6 =C 2 Hs, R 7 =0H, R^NO,; 
R 3 =C0 2 H, R4=R S =H, R^CzHs, R 7 =0H, R 8 =N0 2 ; 
R 3 =C0 2 C 2 Hs, R4=R 6 =H, R6=C 2 H6, R 7 =0CHa, R,=N0 2 ; 
R 3 =C0 2 H, R4=R 5 =H, R6=C 2 H S , R 7 =0CH 3 , R8=N0 2 ; 
R3=C0 2 C 2 H5, R 4 =R 5 =H, Re= R 8 =N0 2 , R 7 =OH; 
R 3 =C0 2 H, R4=R B =H, Re= Ra=N0 2 , R 7 =0H; 
R 3 =C0 2 C 2 H B , R4=R 6 =H, R 6 = R 8 =N0 2 , R 7 =0CH 3 ; 
R 3 =C0 2 H, R4=R S =H, R 6 = R8=N0 2 , R^OCIt,; 
Ra^COAHs, R 4 =Rs=H, R6=C1, R 7 =0H, R8=N0 2 ; 
R 3 =C0 2 H, R4=R 5 =H, R,=C1, R 7 =0H, R 8 =N0 2 ; 
R 3 =C0 2 H, R4=H, R 6 =CH 3 , R 6 =R s =N0 2 , R 7 =0H; 
R 3 =C0 2 C 2 H s , R4=H, R6=CH 3 , R 6 =R 8 =N0 2 , R 7 =OH; 
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KJUNti— v ) C QOEt 

R4 = \==/ 9 R3— R5— Re = Rs = H, R7 = CH3 ; 

_CONH <f \ — GOOH _ _ _ _ _ 

R4 = \=/ 9 R 3 =R 5 = R 6 — Rg— H, R7— CH3 ; 

R 4 = CONH ^^ CF , r 3 =r 6 = Rg=: R 8 =H, R7 = CH3; 

R3 = Rs^ R6 = R8 == H, R4 = CH3, R7 = 

R— D — D — D — TJ "D -PU D — OCH jCONH 



OCHaCONfl 

R 3 = R 5 = R6=R 8 =H, R4=CH 3 , R 7 = — ^—oh ', 

OCHiCONl/ \ 

R3 = Rs = R6 = Rs = H, R4 = CH3, R7 = ho^ — ; 
R 3 = R 5 = R6=R 8 =H, R4=CH 3 , r 7 =°™' c0n »O^ 00H ; 

p _ p _ p _p — TJ p — ptl p _OCH*CONh£ > 

OCHiCONl/ ^ 

R3 == R6 = R6 = R8 = H, R4 = CH3, R7— HOOeT* i 

R_ -n __ TO _n — TJ TO — r*U D — och iCONh£ V-cooei 

3— K5— K6— K8~n, K4— bri3, K7— \ — ^ 



R3 — Rs - " R6~ R8~H, R4— CH3, R7— *\ — ^-GOOEt 

R 3 = R 6 = R 6 =R 8 =H, R4=CH 3 , R 7 = OCHlCONH CT 

R3= r 5 = ^^H, R 4 =CH 3 , R - oc »^-0^ 01 

D — D — D — D —II "D -PU D —OCHiCONH 

I\.3~ IV5— J\6— K8— H, IV4— L/II3, XV7— 

R3 = Rs^ R6 = R8 = H, R4 = CH3, R?^ NH \Z 

Ra = Rs = Re^Rs^H, R4 = CHs, R7 = NH ^— ^gooh 

R 3 = R 5 = R6=H, R4=R 8 =CH 3 , R 7 =° CHlC0NI O^ 

R 3 = R 5 = Rs=H, R4=R8=CH 3 , r 7 =°«— Q^°°" 

OCHsCONHcv \ COQH 

Rb~ R6 = H, R4 = Rs = CH3, R7 = ^ — ^oh 
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R3— R4— R5— R7— Rg— H, Re - 

R3— R4 = Rs— R7 = Rs = H, Re 



CONH- 



JOEt 



_CONH ^ y~ €OOH 



6. *MM5Uf>J:IM£. 1 «t*«4fc^#, ##4M^, ^^t^#5£& 
te^-fSflilu Jt#*^. S&*,-tf#.«4fe. 



-=-JL3E^. 1,3-~*P (DCC), ^'tfc'&^gkgt (2-DPC) , 1,3- 

-^^^^^SbiltJfe (DIPC) , l-(3--^T^^^)-3-^-&^@b^M- 
(EDCI); #!8*&#4fc*]fete.H.ttJft* nfc^, 4-— ftM^ 4-*fc 

(DMF) . 



5 m 



WO 2004/05ClBr PCT/CN2003/001046 



10- — #H$4frfe^4fr, ^fc^**]*^*^ 
1 - 6 flriaL#j&— Tk&mikfr. 

11. #.^*L^J^io^^#la^, #ri£#l$#^. 

12. *»*L*J:£-#-l- 6 fr — 4fc^#>ft;$#]^#>ffc£-fc@^-p 
1 (TGF- P 1) fyffl ffl ip&j&ffl . 

13. *»*tf**#l - 6 ^-^##^^^ J fa-f"f-«II(AII)# 
4t S^^#^'J t # m . 

Mm. 

17. ^.|&^'J^-#-15^^^, ^^^^jk*f^:,t 
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18. *»*L#J** 1- 6 ft— ft-^#*»*/A*»Jfr*«^L** 
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